PCT 



LD INTELLECTUAL PROPERTY ORGAN IZA* 
International Bureau 



INTERNATIO NAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification: 

C07D 495/04, A61K 31/33, 
A61P 29/00, C07D 221/00, 
C07B 239/00, C07D 277/00, 
C07D 331/00, C07D 471/04, 
C07D 473/34, C07D 475/06, 
C07D 513/04 



A1 



(11) International Publication Number: WO 00/56738 1 

(43) International Publication Date: 28 September 2000 (28.09.2000 1 



(21) International Application Number: PCT/G B00/0 1006 

(22) International Filing Date: 17 March 2000 (17.03.2000) 



(30) Priority Data: 
9906566.6 



23 March 1999 (23.03.1999) GB 



(60) Parent Application or Grant 

ASTRAZENECA AB [/]; (). CUMMING, John, Graham [/]; 
(). CUMMING, John, Graham [/]; (). TAIT, Brian, Steele ; (). 



Published 



(54) Title: PYRIDINE AND PYRIMIDINE DERIVATIVES AND THEIR USE AS INHIBITORS OF CYTOKINE MEDIATED 
DISEASE 

(54) Titre: DERIVES DE PYRIDINE ET DE PYRIMIDINE ET LEUR UTILISATION COMME INHIBITEURS DE MALADIES 
ASSOCIEES A LA CYTOKINE 



(57) Abstract 

h 0 J h!S »" venti0 " c ° ncer " s a b ' c yclic compound of Formula (I), wherein: G is N, CH or C(CN); ring X is a 5- or 6-membered fused 
I ffii, &, la ° 0ntain £ ' 2 ' ° r 3 heteroatoms selec ted from oxygen, sulphur and nitrogen; m is 0 - 2; R1 A is a group such 
CnJS^%TZTr^T^ Fpf Pt °' nitr °' 3min ?' Cafb0Xy and Carbamoyl; each of R2 ' and ^ is hydrogen halo. 
mS^ ^tTiZ^Sf^ S L IS 8 2 r ? UP , S fl UCh 35 hy u dr ° 9e "' hydr0Xy ' Cd.1^6alkyl. C d 1-6alkoxy, amino and N-Ci^ 
Salkylamino R5 6 is a group such as hydrogen, halo, tnfluoromethyl. cyano. nitre, amino and hydroxy, and q is 0 - 4~ or a 
pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof; processes for its preparation a Pharmacol 
composer, containing it and its use in the treatment of diseases or medical conditions mediated by c^okines pnarmaceutlcal 

(57) Abrege 

La pr6sente invention concerne un compose bicyclique represent par la formule (I) dans laquelle: G designe N. CH ou C(CNV le 

5 nSZS heteroaryle condense 4 5 ou 6 chalnons contenant 1. 2. ou 3 heteroatomes selectionnes dans le groupe 
^L^LLV 9 ™* 1 16 SOufre et 320161 m d6signe un nombre de 0 4 2 RU designe un groupe tel que hydroxy halo 
Seen £8 ■™'no | ^artx*y et carbamoyle; R2* et RS^designent chacun un hyd^TSkoun 

6 ato™ en Si* *S m r* aa * n *** n Ml designe un groupe tel que hydrogene, hydroxy, alkyle en C4I- 
LfShlHrnwiv J" 1 N" 0 ^- 6 a'Mamino; R5 L designe un groupe tel que hydrogene, halo, trifluoromethyle, cyano. nftro 
lT°Jl^ T0X t' B q des,gne . un nombre de 0 * 4 - invention conceme egalement un sel de ce compose acceptabe du point de 
nrL P S f UtqUe " ainsi .,^ u u " ester de ^ compose pouvant etre dive in vivo; Invention concerne aussi ses precedes de 



ATTORNEY DOCKET NUMBER: 10624-049-99 
SERIAL NUMBER: 10/004,642 
REFERENCE: AU 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification 7 : 

C07D 495/04, 513/04, 471/04, 475/06, 
473/34, A61P 29/00, A61K 31/33 // 
(C07D 495/04, 331:00, 239:00) (C071> 
513/04, 277:00, 239:00) (C07D 471/04, 
239:00, 221:00) 



Al 



(11) International Publication Number: WO 00/56738 

(43) International Publication Date: 28 September 2000 (28.09.00) 



(21) International Application Number: PCT/GB 00/0 1006 

(22) International Filing Date: 17 March 2000 (17.03.00) 



(30) Prioritv Data: 
9906566.6 



23 March 1999 (23.03.99) GB 



(71) Applicant (for ell designated States except US)'. AS- 

TRAZENECA AB [SE/SE]; S-I51 85 Sociertalje (SE). 

(72) Inventor; and 

(75) Inventor/Applicant (for US only): CUMMING, John, Graham 
IGB/GB]; Mereside. Alderley Park, Macclesfield, Cheshire 
SKI0 4TG(GB). 

(74) Agent: TAIT, Brian, Steele; AstraZeneca, Global Intellectual 
Property, P.O. Box 272, Mereside, Alderley Park, Maccles- 
field. Cheshire SKI0 4GR (GB). 



(81) Designated States: AE, AG. AL. AM, AT. AU. AZ, BA. BB 
BG, BR. BY, CA. CH. CN, CR. CU. CZ, DE, DK, DM,' 
DZ. EE, ES, H, GB, GD. GE. GH, GM, HR, HU, ID. IL, 
IN. IS. JP, KE, KG, KP. KR, KZ. LC, LK, LR, LS. LT, LU, 
LV. MA, MD, MG, MK, MN, MW, MX, NO. NZ, PL, PT, 
RO, RU, SD, SE. SG. SI, SK, SL, TJ, TM, TR, TT, TZ, 
UA, UG, US, UZ, VN, YU. ZA, ZW, AR1PO patent (GH, 
GM, KE. LS, MW, SD. SL, SZ, TZ, UG, ZW), Eurasian 
patent (AM, AZ, BY. KG, KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH. CY, DE, DK, ES, FI, FR, GB, GR, 
IE. IT, LU, MC, NL, PT, SE), OAPI patent (BF. BJ, CF, 
CG. CI, CM, GA, GN, GW, ML, MR, NE, SN. TD. TG). 



Published 

With international search report. 



(I) 



(54) Title: PYRIDINE AND PYKIMIDINE DERIVATIVES AND THETR USE AS INHIBITORS OF CYTOKINE MEDIATED DISEASE 
(57) Abstract 

This invention concerns a bicyclic compound of 
Formula (I), wherein: G is N, CH or C(CN); ring X is a 
5- or 6-membered fused heteroary! ring which contains 
1, 2, or 3 hcteroatoms selected from oxygen, sulphur and 
nitrogen; m is 0 - 2; R 1 is a group such as hydroxy, halo, 
trifluoromethyl, cyano, mercapto, nitro, amino, carboxy 
and carbamoyl; each of R 2 and R 3 is hydrogen, halo, 
Ci-6alkyl, C2-6alkeny! or C^alkynyl; R 4 is a group such 
as hydrogen, hydroxy, Ci^alkyl. Cj^alkoxy, amino and 
/V-Ci-6alkylamino; R 3 is a group such as hydrogen, halo, 
trifluoromethyl. cyano, nitro. amino and hydroxy, and q 
is 0 - 4; or a pharmaceutical^ acceptable salt or an in 

vivo cleavable es ter thereof; processes for its preparation, a pharmaceutical composition containing it and its use in the treatment of diseases 
or medical conditions mediated by cytokines. 
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I'YKIOINE AND PYRIMIDINE DERIVATIVES AND THEIR USE AS INHIBITORS OF CYTOKINE MEDIATED DISEASE 

This invention concerns certain amide derivatives and their use as inhibitors of 
cytokine mediated disease. The invention ulso concerns processes for the manufacture of said 
5 novel amide derivatives, pharmaceutical compositions containing them and their use in 
therapeutic methods, for example by virtue of inhibition of cytokine mediated disease. 

The amide derivatives disclosed in the present invention are inhibitors of the 
production of cytokines such as Tumour Necrosis Factor (hereinafter TNF), for example 
TNFa, and various members of the interleukin (hereinafter IL) family, for example EL-1, IL-6 

10 and IL-S. Accordingly the compounds of the invention will be useful in the treatment of 
diseases or medical conditions in which excessive production of cytokines occurs, for 
example excessive production of TNFa or IL-1. It is known that cytokines are produced by a 
wide variety of cells such as monocytes and macrophages and that they give rise to a variety 
of physiological effects which are believed to be important in disease or medical conditions 

1 5 such as inflammation and immunoregulation. For example, TNFa and IL-1 have been 
implicated in the cell signalling cascade which is believed to contribute to the pathology of 
disease states such as inflammatory and allergic diseases and cytokine-induced toxicity. It is 
also known that, in certain cellular systems, TNFa production precedes and mediates the 
production of other cytokines such as IL-1 . 

20 Abnormal levels of cytokines have also been implicated in, for example, the 

production of physiologically-active eicosanoids such as the prostaglandins and leukotrienes, 
the stimulation of the release of proteolytic enzymes such as collagenase, the activation of the 
immune system, for example by stimulation of T-helper cells, the activation of osteoclast 
activity leading to the resorption of calcium, the stimulation of the release of proteoglycans 

25 from, for example, cartilage, the stimulation of cell proliferation and to angiogenesis. 

Cytokines are also believed to be implicated in the production and development of 
disease states such as inflammatory and allergic diseases, for example inflammation of the 
joints (especially rheumatoid arthritis, osteoarthritis and gout), inflammation of the 
gastrointestinal tract (especially inflammatory bowel disease, ulcerative colitis, Crohn's 

30 disease and gastritis), skin disease (especially psoriasis, eczema and dermatitis) and 

respiratory disease (especially asthma, bronchitis, allergic rhinitis, adult respiratory distress 
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syndrome and chronic obstructive pulmonary disease), and in the production and development 
of various cardiovascular and cerebrovascular disorders such as congestive heart disease, 
myocardial infarction, the formation of atherosclerotic plaques, hypertension, platelet 
aggregation, angina, stroke, Alzheimer's disease, reperfusion injury, vascular injury including 
5 restenosis and peripheral vascular disease, and, for example, various disorders of bone 
metabolism such as osteoporosis (including senile and postmenopausal osteoporosis), Paget's 
disease, bone metastases, hypercalcaemia, hyperparathyroidism, osteosclerosis, osteoporosis 
and periodontitis, and the abnormal changes in bone metabolism which may accompany 
rheumatoid arthritis and osteoarthritis. Excessive cytokine production has also been 

10 implicated in mediating certain complications of bacterial, fungal and/or viral infections such 
as endotoxic shock, septic shock and toxic shock syndrome and in mediating certain 
complications of CNS surgery or injury such as neurotrauma and ischaemic stroke. Excessive 
cytokine production has also been implicated in mediating or exacerbating the development of 
diseases involving cartilage or muscle resorption, pulmonary fibrosis, cirrhosis, renal fibrosis, 

1 5 the cachexia found in certain chronic diseases such as malignant disease and acquired immune 
deficiency syndrome (AIDS), tumour invasiveness and tumour metastasis and multiple 
sclerosis. 

Evidence of the central role played by TNFa in the cell signalling cascade which gives 
rise to rheumatoid arthritis is provided by the efficacy in clinical studies of antibodies of 

20 TNFa ( TheLnncet , 1 994, 244, 1 125 and British Journal nf Rheiimatalng y 1995, 24, 334). 

Thus cytokines such as TNFa and IL-l are believed to be important mediators of a 
considerable range of diseases and medical conditions. Accordingly it is expected that 
inhibition of the production of and/or effects of these cytokines will be of benefit in the 
prophylaxis, control or treatment of such diseases and medical conditions. 

25 Without wishing to imply that the compounds disclosed in the present invention 

possess pharmacological activity only by virtue of an effect on a single biological process, it 
is believed that the compounds inhibit the effects of cytokines by virtue of inhibition of the 
enzyme p38 kinase. p38 kinase, otherwise known as cytokine suppressive binding protein 
(hereinafter CSBP) and reactivating kinase (hereinafter RK), is a member of the mitogen- 

30 activated protein (hereinaAer MAP) kinase family of enzymes which is known to be activated 
by physiological stress such as that induced by ionising radiation, cytotoxic agents, and 
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toxins, for example endotoxins such as bacterial lipopolysaccharide, and by a variety of agents 
such as (he cytokines, for example TNFoc and IL-1. It is known that p38 kinase 
phosphorylates certain intracellular proteins which are involved in the cascade of enzymatic 
steps which leads to the biosynthesis and excretion of cytokines such as TNFoc and IL-1. 
5 Known inhibitors of p38 kinase have been reviewed by G J Hanson in Expert Opinions on 
Therapeutic Patents . 1997, 7, 729-733. p38 kinase is known to exist in isofonns identified as 
p38ct and p380. 

The compounds disclosed in the present invention are inhibitors of the production of 
cytokines such as TNF, in particular of TNFoc, and various interleukins, in particular IL-1 . 
20 10 It is disclosed in J. Medicinal Chemistry . 1995, 25. 3780-3788, that certain 

4-anilinopyrido[4,3-<|pyriniidines are inhibitors of the tyrosine kinase activity of the 
epidermal growth factor receptor. One of the compounds disclosed therein is 7-amino- 
4-(3-acetamidoanilino)pyrido[4,3-rr]p>Timidine. 

Accordingly the present invention provides a bicyclic compound of the Formula (1): 
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X R 4 

30 IiN^^ 5 "N^(CH 2 )^ 
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H 
(I) 



wherein: 

G is N, CH or C(CN); 

40 ring X is a 5- or 6-rnembered fused hcteroaryl ring which contains 1, 2 or 3 heteroatoms 

20 selected from oxygen, sulphur and nitrogen; 
m is 0, 1 or 2; 

45 R 3 is hydroxy, halo, trifluoromcthyl, cyano, mercapto, nitro, amino, carboxy, carbamoyl, 

formyl, sulphamoyl, C^alkyl, C^alkenyl, C^alkynyl, C^alkoxy, -CHC^aJkyO-O-, 
C^alkylS(0) n - (wherein n is 0-2), W-C^alkyiamino, /^-(C,. 6 alkyl) 2 amino, 
25 C^alkoxycarbonyl, /V-C^alkylcarbamoyl, AV\HC u jilkyl) 2 carbamoyl, C^alkanoyl. 

50 
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C M alkanoyloxy, C,. 6 alkanoylamino, A^C^alkylsulphamoyl, A^-(C M alkyl) 2 sulphamoyl, 
C,. 6 alkylsulphonylamino, C^alkylsulphonyl-^C^alkyOamino, 
or R' is of the Formula (1A): 

A— (CHj)j-B— m 



5 wherein A is halo, hydroxy, C^alkoxy, C M alkylS(0) a - (wherein n is 0-2), cyano, amino, 
jV-C w alkylamino, ^-(C^alkyl^amino, carboxy, C,. 6 alkoxycarbonyl, carbamoyl, 
//-C^alkylcarbamoyl or A r ^-(C M alkyl) 2 carbamoyl, p is 1 - 6, and B is a bond, oxy, imino, 
Ar-(C : *alkyl)imino or -C(0)NH-, with the proviso that p is 2 or more unless B is a bond or 
-C(0)NH- t 

20 10 or R' is of the Formula (IB): — v £) ' pyrl^l 

D— E \ (IB) 

wherein D is aryl, heteroar yl or heterocyclyl and E is a bojad, C^alkylene, C^alkyleneoxy, 
25 oxy, imino, A'-(C,. G alkyl)imino, C M aIkyieneimino, ^(Cj.galkylJ-C^alkyleneimino, f 

C^altyleneoxy-C.^alkylene, C,. 6 alkyleneimino-C u alkylene, ^-(C,^alkyi)- ^ 
15 C^alkyleneimino-CLealkylene, -C(0)NH- f -S0 2 NH-, -NHS0 2 - or C^alkanoylimino, ajiiany^ ^ ^~^r"?(T 
aryl, j iet eroarvl or heterocyclyl group in a R 1 gr oup may be o ptionally substituted with one or 
more groups selected from hydroxy, halo, C^alkyl, C,. 6 aikoxy, carboxy, C^alkoxycarbonyl, / j 

carbamoyl, A'-C,. 4 alkylcarbamoyl, Ar-(C,. 6 alkyl) 2 carbamoyl, C^alkanoyl, amino, Cx*^ 
A^-C,^alkylamino and ^-(C^alkyl^amino, ^ 
20 and any heterocyclvl grouD in a R 1 group may be optionally substituted with one or two oxo / 
or thioxo substituents, 

and any of the R 1 groups defined hereinbefore which comprises a CH 2 group which is attached 
40 to 2 carbon atoms or a CH 3 group which is attached to a carbon atom may optionally bear on 

each said CH 2 or CH 3 group a substituent selected from hydroxy, amino, C^alkoxy, 
25 Af-C,. 6 alkylamino, W,AHC^alkyl) 2 amino and heterocyclyl; 
R 2 is hydrogen, halo, C.^alkyl, C^alkenyl or C J 6 alkynyI; 
R* is hydrogen, halo, C^aikyl, Q^alkenyl or C^alkynyl; 
R 4 is hydrogen, hydroxy, C,. 0 a!kyl, C^alkoxy, amino, W-C^alkylamino, 
AVHC^alkyl^aniino, hydroxyC^alkoxy, C,. 6 alkoxyC 2 ^alkoxy, aminoC^alkoxy, 
50 30 A'-C^alkylaminoC 2 . t alkoxy, ^-(C,. 6 alkyl) 3 aminoC 2 . 6 alkoxy or C^cycloalkyl, 
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or R 4 is of the Formula (IC): 

K— J ac> 

wherein J is aryl, heteroaryl or heterocyclyl and K is a bond, oxy, imino f //-(C M alkyl)imino, 
oxyC,. 6 alkylene, iminoC^alkylene, MfC^alkyOiminoC^alkylene, -NHC(O) -S0 2 NH-, 
5 -NHSO r or-NHC(0).C w alkyIcne- f 

and any aryl, heteroaryl or heterocyclyl group in a R 4 group may be optionally substituted by 
one or more groups selected from hydroxy, halo, trifluoromethyl, cyano, mercapto, nitro, 
amino, carboxy, carbamoyl, formyl, sulphamoyl, C w alkyl, C^alkenyl, C^alkynyl, 
C^alkoxy, -0-(C M alkyl)-0-, C u alkylS(0) o - (wherein n is 0-2), MC,. 6 alkylamino, 
1 0 A',M(C,. 6 alky l) 2 amino, C^alkoxycarbonyl, W-C^alkylcarbamoyl, //,M(C^alkyl) 2 carbamoyl, 
C 2 ^alkanoyI, C,. 6 alkanoyloxy, C,. 6 alkanoylamino, /V-C I-6 alkylsuIphamoyl, 
^-(C^alkyl^suiphamoyl, C^alkylsulphonylamino and C,. 6 alky lsulphonyl- 
M^C^alkyl) amino, 

or any aryl, heteroaryl or heterocyclyl group in a R 4 group may be optionally substituted with 
1 5 one or more groups of the Formula (I A'): 

-B 1 -(CH 2)p -Ai ^ 

wherein A 1 is halo, hydroxy, C^alkoxy, cyano, amino, tf-C^alkylamino, 
AWC M alkyl) 2 amino, carboxy, C^alkoxycarbonyl, carbamoyl, A r -C M alkylcarbamoyI or 
AW-(C,.«alkyl) 2 carbanioyl, p is 1 - 6, and B 1 is a bond, oxy, imino, M(C,^alkyl)imino or 
20 -NHC(O)-, with the proviso that p is 2 or more unless B 1 is a bond or -NHC(O)-. 

or any aryl, heteroaryl or heterocyclyl group in a R 4 group may be optionally substituted with 
one or more groups of the Formula (IB'): 

-ELD1 m 

wherein D 1 is aryl, heteroaryl or heterocyclyl and E 1 is a bond, C,. 4 alkylene, oxyC^alkylene, 
25 oxy, imino, //-(C,^alkyl)imino, irninoC,. 6 alkylene, //-(C w alkyI)-iminoC,^alkyIene, 
C^alkylcne-oxyC,.<alkyien^^ 

iminoC^alkylene, -NHC(O)-, -NHSO r , -S0 2 NH- or -NHC(0)-C w alkylene- f 

and any aryl, heteroaryl or heterocyclyl group in a substituent on R A may be optionally 

substituted with one or more groups selected from hydroxy, halo, C,. 6 alkyl, C^alkoxy, 
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carboxy, C M alkoxycarbonyl, carbamoyl, Af-C^alkyicarbamoyl, A^C^alkyl^carbamoyl, 
C^alkanoyl, amino, A'-C^alkyl amino and AV/-(C M alkyl) 2 amino t 
1Q and any C 3 . 7 cycloalkyl or hctcrocyclyl group in a R 4 group may be optionally substituted with 

one or two oxo or thioxo substituents, 
5 and any of the R 4 groups defined hereinbefore which comprises a CH 2 group which is attached 
to 2 carbon atoms or a CH 3 group which is attached to a carbon atom may optionally bear on 
each said CH 2 or CH 3 group a substituent selected from hydroxy, amino, C^alkoxy, 
A'-C^alkylamino, A^,A r -(C,^alkyl) 2 amino and heterocyclyl; 

R $ is hydrogen, halo, trifluoromethyl, cyano, nilro, amino, hydroxy, C M alkyI, C^alkenyl, 
20 1 0 C 2 . 5 alkynyl, C^alkoxy, W-C^alkylamino or A^A r -(C,^alkyl) 2 amino; 

qis 0, 1,2, 3 or 4; 

or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof; 
with the proviso that 7-amino-4-(3-acetamidoanilino)pyrido[4,3-if]pyrimidine is excluded. 
It is to be understood that the bicyclic ring^within the compound nf Formula (T) is 
1 5 shown with a hydrogen atom attached to the carbon between the N atom and G group in order 
to indicate thai this position is unsubstituted. Thereby it is to be understood that that 



25 



40 



30 hydrogen atom may not be replaced by a R' substituent. It should also be understood however 

that when G is a CH group, that CH group may bear any one of the R 1 substituents. 

It is to be understood that, insofar as certain of the compounds of the Formula (I) 
35 20 defined above may exist in optically active or racemic forms by virtue of one or more 

asymmetric carbon atoms, the invention includes in its definition any such optically active or 
racemic form which possesses the property of inhibiting cytokines, in particular TNF. The 
synthesis of optically active forms may be carried out by standard techniques of organic 
chemistry well known in the art, for example by synthesis from optically active starting 
25 materials or by resolution of a racemic form. Similarly, inhibitory properties against TNF 
may be evaluated using the standard laboratory techniques referred to hereinafter. 
45 jj I For the avoidance of doubt, it is to be understood that when, for example, R 1 is a group 

* of the Formula (IB): 

D — E — 



(IB) 
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and the linking group E is, for example, a C^alkyleneoxy group such as -CH 2 CH 2 0-, it is a 
CH 2 group which is attached to D and the 0 atom which is attached to the bicyclic ring within 
Formula (I). Similarly when, for example, R 4 is a group of the Formula (IB 1 ): 

-ELD' m 
5 and the linking group E 1 is, for example, an iminoC^alkylene group such as -NHCH 2 CH 2 - f it 
. is a CH 2 group which is attached to D' and the NH group which is attached to the bicyclic ring 
within Formula (I). An analogous convention applies to other bidentate linking groups. 

In this specification the term ^kyj? includes both straight and branched chain alky! 
groups but references to individual alkyl groups such as "propyl" are specific for the straight 
10 chain version only. For example, "C M alkyl" includes propyl, isopropyl and r-butyl. 

However, references to individual alkyl groups such as 'propyl' are specific for the straight 
chained version only and references to individual branched chain alkyl groups such as 
25 'isopropyl' are specific for the branched chain version only. A similar convention applies to 

other radicals, for example "aminoC^alkoxy" includes 2-arainoethoxy, 2-aminopropoxy and 
1 5 3-amino-2-methylpropoxy. The term "halo" refers to fluoro, chloro, bromo and ibdo. 

The term |**aryr ) refers to phenyl or naphthyl. When an R 4 group involves a D' group 
and D' is aryl, that "aryl" refers to phenyl, indenyl, indanyl, naphthyl, tetrahydronaphthyl or 
fluorenyl. 

The term ^heteroaryl} refers to, unless otherwise further specified, a monocyclic-, 
35 20 bicyclic- or tricyclic- 5-1 4 membered ring that is unsaturated or partially unsaturated, with 

one to five ring heteroatoms selected from nitrogen, oxygen and sulphur, wherein a -CH 2 - 
group can optionally be replaced by a -C(O)-, a ring nitrogen atom may optionally bear a 
C,. 6 alkyl group or a ring nitrogen and/or ring sulphur atom may be optionally oxidised to form 
the N-oxide and/or the S-oxides. Examples of "heteroaryl" include thienyl, furyl, pyranyl, 
25 pyrrolyl, pyrazolinyl, imidazolyi, imidazolinyl, pyrazolyl, pyrazolinyl, thiazolyl, oxazolyl, 
isoxazolyl, pyridyl, pyridyl-A^-oxide, oxopyridyl, oxoquinolyl, pj^midin >^yrazinyl t 
oxopyrazinyl, pyridazinyl, indolyl, benzofuranyl, benzimidazolyl, benzothiazolyl, quinolyl, 
N-mcthyloxoquinolyl, isoquinolinyl, quinazolinyl, xanthenyl, quinoxalinyl, indazolyl, 
benzofuranyl, cinnolinolyl, carbazolyl, dibenzofuranyl, dibenzothiophenyl, 
& 30 S,S-dioxodibenzothiophenyI, dibenzo- 1 ,4-dioxinyl, phenoxathiinyl, phenoxazinyl, 

dibenzothiinyl, phenothiazinyl, thianthrenyl, benzofuropyridyl, pyridoindolyl, acridinyl and 
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phenanlhridinyl. When an R 4 group involves a D 1 group and D 1 is heteroaryl, that 
"heteroaryl" preferably refers to furyl, thienyl, pyrrolyl, pyrrolinyl, oxazolyl, isoxazolyi, 
imidazolyl, imidazolinyl, pyrazolyl, pyrazoiinyl, thiazolyl, isothiazolyl, pyridyl, pyridazinyl, 
pyrimidinyl, pyrazinyl, bcnzofuranyl, indolyl, benzothienyl, benzoxazolyl, benzimidazolyl, 
5 benzothiazolyl, indazolyl, benzofurazanyi, quinolyl, isoquinolyl, quinazolinyl, quinoxalinyl, 
naphthyridinyl, carbazolyl, dibenzofuranyl, dibenzothiophenyl or xanthenyl, orbenzo 
derivatives such as 2,3-dihydrobenzofuranyl, 2,3-dihydrobenzothienyI, indolinyl, isoindolinyl, 
chromanyl and isochromanyl, more preferably that "heteroaryl" refers to furyl, thienyl, 
3-pyrrolinyl, isoxazolyl, thiazolyl, pyridyl, benzothienyl, benzofurazanyi, quinolyl, 
10 carbazo lyl, diben zofuranyl or dibenzothiophenyl. 

(^RingJCjj a 5- or 6-membered fused heteroaryl ring which contains 1, 2 or 3 
heteroatoms selected from oxygen, sulphur and nitrogen Suitably ring X is unsaturated or 
partially unsaturated wherein a -CH 2 - group can optionally be replaced by a -C(O)-, a ring 
nitrogen atom may optionally bear a C,. 6 atkyl group or a ring nitrogen and/or ring sulphur 
1 5 atom may be optionally oxidised to form the N-oxide and/or the S-oxides. Examples of the 
diradicals of suitable fused heteroaryl rings include thicndiyl, furandiyl, imidazolediyl, 
pyrazolediyl, oxazolediyl, isoxazolediyl, thiazolediyl, isothiazolediyl, 1,2,3-oxadiazolediyi, 

1.2.3- triazolediyl, pyridinediyl, pyrimidinediyl, pyrazinediyl, pyridazinediyl and 

1.3.4- triazinediyI. Examples of the mono-radical of suitable bicyclic rings formed by the 
20 fusion of ring X to the adjacent nitrogen-containing 6-membered heteroaryl ring within 

Formula (I) include furopyridyl, furopyrimidinyl, thienopyridyl, thienopyrimidinyl, 
pyrrolopyridyl, pyrrolopyrimidinyl, pyrrolinopyridyl, pyrrolinopyrimidinyl, 
oxopyrrolinopyridyl, oxopyrrolinopyrimidinyl, oxazolopyridyl, oxazolopyrimidinyl, 
oxazolinopyridyl, oxazolinopyrimidinyl, oxooxazolinopyridyl, oxooxazoltnopyrimidinyl, 

25 isoxazolopyridyl, isoxazolopyrimidinyl, thiazolopyridyi, thiazolopyrimidinyl, 

thiazolinopyridyl, thiazolinopyrimidinyl, oxothiazoiinopyridyl, oxothiazolinopyrimidinyl, 
n isolhiazolopyridyl, isothiazolopyrimidinyl, imidazolopyridyl, imidazolinopyridyl. 
oxoimidazolinopyridyl, purinyl, imidazolinopyrimidinyl, oxoimidazolinopyrimidinyl, 
pyrazolopyridyl, pyrazolopyrimidinyl, pyrazolinopyridyl, pyrazolinopyrimidinyl, 

30 oxopyrazolinopyridyl, oxopyrazolinopyrimidinyl, naphthyridinyl, pyridopyrimidinyl, 
pyrimidopyrimidinyl and pteridinyl. 
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The term "heterocyclyr refers to, unless otherwise further specified, a mono- or 
bicyclic- 3-14 membered ring, that is totally saturated, with up to five ring heteroatoms 
selected from nitrogen, oxygen and sulphur wherein a -CH 2 - group can optionally be replaced 
by a -C(O)- or a ring nitrogen atom may optionally bear a Chalky! group. Examples of such 
5 heterocyclyls include morpholinyl, N-mcthylmorpholinyl, pyrrolidmyl, imidazolidinyl, 
pyrazolidinyl, piperidinyl, Mmethylpiperidinyl, piperazinyl and quinuclidinyl. When an R 4 
group involves a D 1 group and D 1 is heterocyclyl, that "heterocyclyl" preferably refers lo 
oxiranyi, oxetanyl, azetidinyl, tetrahydrofuranyl, tetrahydropyranyl, pyrrolidinyl, 
imidazolidinyl, pyrazolidinyl, 1,1-dioxidoisothiazolidinyl, morpholinyl, 

10 tetrahydro-1 ,4-thiazinyl, l,l-dioxotctrahydro-l,4-thiazinyl, piperidinyl, homopiperidinyl, 
piperazinyl or homopiperazinyl, preferably to azetidin-1 -yl, pyrrol idin-l-yl, pyrrolidin-2-yI, 
1 , 1 -dioxidoisothiazolidin-2-yl, morpholino, 1 , 1 -dioxolelrahydro-4H- 1 ,4-thiazin-4-yI, 
piperidin-3-yl, piperidin-4-yl, honiopiperidin-l-yl, piperidino, piperazin-l-yl or 
homopiperazin-1 -yl. A suitable value for such a group which bears 1 or 2 oxo or thioxo 

15 substituents is, for example, 2-oxopyrrolidinyl, 2-thioxopyrrolidinyl, 2-oxoimidazoIidinyl, 
2-tluoxoimidazolidinyl, 2-oxopiperidinyl, 2,5-dioxopyrrolidinyl, 2,5-dioxoimidazolidinyl or 

2,6-dioxopiperidinyl. 

Where optional substituents are chosen from ^on TcTmorej groups it is to be 
understood that this definition includes all substituents being chosen from one of the specified 

20 groups or the substituents being chosen from two or more of the specified groups. 

Conveniently there may be 1 , 2 or 3 such optional substituents. For example, where optional 
substituents are chosen from one or more groups selected from halo, C,. 6 alkoxy and C^alkyl, 
examples of possible combinations of substituents include 1) a bromo group, 2) two chloro 
groups, 3) a methoxy, ethoxy and propoxy substituent, 4) a fluoro and a methoxy group, 5) a 

25 methoxy, a methyl and an ethyl group, and 6) a chloro, a methoxy and an ethyl group. 
Examples ofjC^aUc^ include methyl, ethyl and isopropyl Examples of 
C^alkoxycarbonyl include methoxycarbonyl, ethoxycarbonyl, n- and r-buloxycarbonyl. 
Examples of C,. 6 alkoxy include C M a1koxy and C^alkoxy and include methoxy, ethoxy, 
propoxy and /-butoxy. Examples of C^alkanoylamino include formamido, acetamido and 

30 propionylamino. Examples of Chalky 1S(0) U where n is 0-2 include methylthio, ethylthio, 
methylsulphinyl, ethyl sulphinyl, methylsulphonyl and ethylsulphonyl. Examples of 
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C^alkanoyl include propionyl and acetyl. Examples of W-C^alkylamino include 
Ar-methylamino and //-ethylamino. Examples of W-(C,^aJkyl),amino include 
A^-dimethyiamino, A^AT-diethylamino and Af-ethyl-tf-methylamino. Examples of 
C,. 6 alkoxyC 2 . 6 alkoxy include methoxyethoxy and propoxybutoxy. Examples of 
5 M(C,. 6 aIkyl)aminoC w alkoxy include 3-(//-methylamino)propoxy and 

4-(//-ethylamino)butoxy. Examples of ^(C^alkyl^aminoC^alkoxy include 
2-(A^A r -dimethylamino)ethoxy and S-fA^methyl-A^-ethylaminoipropoxy. Examples of 
C 5 . 7 cycloalkyl include cyclopropyl and cyclohexyl. Examples of C^alkenyl include vinyl, 
allyland 1-propenyl. Examples of C^alkynyl include ethynyl, 1-propynyl and 2-propynyl. 
10 Examples of hydroxy C 2 ^alkoxy include 2-hydroxyethoxy and 2-hydroxypropoxy. Examples 
of C^alkylsulphonylamino include methanesulphonamido and ethanesulphonamido. 
Examples of C,. 6 alkylsulphonyl-//-(C U6 alkyl)amino include //-ethylmethanesulphonamido and 
A'-butylethanesulphonamido. Examples of //-(C,^alkyl)sulphamoyl include 
A'-methylsulphamoyl and ^-ethylsulphamoyl Examples of W-(C,. 6 alkyl) 2 suiphamoyl 
15 include AV-dimethylsulphamoyl and //-methyl-A^-ethylsulphamoyl. Examples of 

M(C,^alkyl)carbamoyI include W-methylcarbamoyl and W-ethylcarbamoyl. Examples of 
A^-(C,. 6 alkyl) 2 carbamoyl include A^-dimethylcarbamoyl and //-methyl-MethylcarbamoyL 
Examples of C^alkanoyloxy include propionyloxy, acetyloxy and formyloxy. Examples of 
-0-C, o alkyl-0- include -oxyethoxy- and -oxymethoxy- (i.e. a bidentate substituent, attached 
20 to the ring in two adjacent positions). 

In the linking groups B, E, B 1 , E l and K that fall within the definition of R' and R\ 
examples of generic terms include the following. Examples of C^alkylene include -CH,CH,- 
and -CH 2 CH(CH 3 )CH r . Examples of C.^alkyleneoxy include -OLCH.O- and 
-CH 2 CH(CH 3 )CH 2 0-. Examples of M(C^alkyl)imino include -N(Me)- and -N(TPr)-. 
25 Examples of C,. 6 alkyleneimino include -CH 2 CH : NH- and -CH 2 CH(CH 5 )CH,NH-. Examples 
of A^-(C,. 6 alkyl)-C,^alkyIeneimino include -CH 2 CH 2 N(Me)- and -CH 2 CH(CH 3 )CH 2 NCPr)-. 
Examples of C^alkanoylimino include -CH 2 CH 2 C(0)NH- and -CH,CH(CH 3 )CH 2 C(0)NH-. 
Examples of oxyC^alkylene include -OCH 2 CH 2 - and -OCH 2 CH(CH3)CH 2 -. Examples of 
iminoC^alkylene include -NHCH 2 CH 2 - and -NHCH 2 CH(CH,)CH r . Examples of 
30 M(C^alkyl)iminoC^aIkylene include -N(Me)CH : CH>- and -NCPr)CH 2 CH(CH 3 )CH 2 -. 
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Examples of -NHC(0)C l-6 alkylene- include -NHC(0)CH 2 CH 2 - and 
-NHC(0)CH 2 CH(CH,)CH r . 

When, as defined hereinbefore, any of the R' or R 4 groups defined hereinbefore which 
comprises a CH 2 group which is attached to 2 carbon atoms or a CH 3 group which is attached 
5 to a carbon atom may optionally bear on each said CH,or CH 3 group a substituent selected 
from hydroxy, amino, C I-6 alkoxy, A^C^alkylarnino, //^-(C,. 6 alkyl) 2 amino and heterocyclyl, 
suitable substitucnts so formed include, for example, substituted heterocyclic, ^alkoxy 
groups such as 2-hydroxy-3-piperidinopropoxy and 2-hydroxy-3-morpholinopropoxy, 
substituted aminoC,. 6 alkoxy groups such as 3-amino-2-hydroxypropoxy, substituted 
20 1 0 AM^alkylaminoC^alkoxy groups such as 2-hydroxy-3-methylaminopropoxy, substituted 

A r ,A^-(C,^alkyl) 2 aminoC 1 . 6 alkoxy groups such as 3-dimcthylamino-2-hydroxypropoxy, 
S-fMCS-dimethylaminopropyO-A^-methylaminoJpropoxy and 3-[A/-(3-dimethylaminopropyl)- 
A'-rnethylamino]-2-hydroxypropoxy, substituted heterocyclylC,. 6 alkylamino groups such as 
2-hydroxy-3-pipcridinopropylamino and 2-hydroxy-3-morpholinopropyIamino, substituted 
1 5 ammoC,. 4 alky!amino groups such as 3-amino-2-hydroxypropylamino, substituted 

A r -C,^alkylaminoC,^alkylarnino groups such as 2-hydroxy-3-methylaminopropylamino, 
30 substituted A r ,M(C l-6 alkyl) ; aminoC M alkylamino groups such as 3-duncthyIamino- 

2- hydroxypropyl amino, 3-[A^-(3 -dimethylaminopropyO-A^-methylaminoJpropylamino and 

3- [A r -(3-dimethylaminopropyl)-A-methylamino]-2-hydroxypropylamino, substituted 
20 A-C,^alkylaminoCi. 6 alkyl groups such as 2-dimethylaminoethyIaminomethyl, 

3-dimethylaminopropylaminomethyI, 3-dimemylamino-2,2-dimethyIpropylaminomethyl, 

2- niorpholinoethylaminomethyI, 2-piperazin-l-ylcthylaminomethyl and 

3- morpholinopropylaminomethyl. 
Preferable values of R\ R\ R\ R\ R\ G, X, q and m are as follows. C-C *y04SA?/b / 

25 Preferably G is N or C(CN), more preferably G is N. 

A preferred example of the diradical of a suitable fused heteroaryl ring for ring X is r ^cT 7 ^ 

45 thicndiyl, furandiyl, imidazolediyl, pyrazolediyl, oxazolediyl, thiazolediyl, pyridinediyl, ' 1 ~* 

pyrimidinediyl or pyrazincdiyl. ) J" 
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A more preferred example of the diradical of a suitable fused heteroaryl ring for ring X \ 
30 is thiendiyl, thiazolediyl, pyridinediyl or pyrazinediyl. 
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A preferred example of the mono-radical of a suitable bicyclic ring formed by the 
fusion of ring X to the adjacent nitrogen-containing 6-membered heteroaryl ring within 
Formula (I) is furopyrimidinyl, thienopyrimidinyl, pyrrol opyrimidinyl, pyrrolinopyrimidinyl, 
oxopyrrolinopyrimidinyl, oxazolopyrimidinyl, oxazolinopyrimidinyl, 
5 oxooxazolinopyrimidinyl, isoxazolopyrirnidinyl, thiazolop>Timidinyl, thiazolinopyrimidinyl, 
oxothiazolinopyrimidinyl, isothiazoiopyrimidinyl, purinyl, inu^azolinopyrimidinyl, 
oxoimidazolinopyrimidinyl, pyrazolopyrimidinyl, pyraohnopyrimidinyl, 
oxopyrazolinopyrimidinyl, pyridopyrimidinyl, pyrimidopyrimidiny] or pteridinyl. 

A more preferred example of the mono-radical of a suitable bicyclic ring formed by 

10 the fusion of ring X to the adjacent nitrogen-containing 6-membered heteroaryl ring within 
Formula (I) is turopyrimidinyl, thienopyrimidinyl, pyrroIop>Timidinyl, oxazolopyrimidinyl, 
thiazolopyrimidinyl, purinyl, pyridopyrimidinyl, pyrimidopyrimidinyl or pteridinyl 

A further more preferred example of the mono-radical of a suitable bicyclic ring 
formed by the fusion of ring X to the adjacent nitrogen-containing 6-membered heteroaryl 

15 ring within Formula (I) is furo[3,2-£/]pyrimidinyl, furo[2, 3 -Opyrimidinyl, 
thieno[3,2-c/]pyrimidinyl, thieno^^-^pyrimidinyl, pyrrolo[3,2-^pyrimidinyl t 
p>Trolo[2,3-^pyriniidinyl, oxazolo[5,4-r/]pyrimidinyl, oxazolo[4,5-rf]pyrimidinyl, 
thiazolo[5,4-rf]pyrimidinyi, thiazolo[4,5 -Opyrimidinyl, purinyl, pyrido[2,3-J]pyrimidinyI, 
pyrido[3,4-Opyrimidinyl, pyrido[4,3-Opyrimidinyl, pyrido[3,2-Opyrimidinyl, 

20 pyrimido[4,5-c/]py r imidinyl, pyrimido[5,6-cf|pyrimidinyl or pteridinyl. 

A particular preferred example of the mono-radical of a suitable bicyclic ring formed 
by the fusion of ring X to the adjacent nitrogen-containing 6-membered heteroaryl ring within 
Formula (I) is 6-oxopyrrolino[2,3-Opyrimidin-4-yl, 6-oxopyrrolino[3,2-t/]pyrimidin-4-yl, 
2-oxooxazolino[5,4-J]pyrimidin-7-yl, 2-oxothiazoIino[5,4-<f]pyrimidin-7-yl, 

25 2-oxooxazoIino[4 ) 5-Op>Timidin-7-yl,2-oxoduazolino[4,5-Opyrirnidin-7-yl f 

2- oxoimidazolino[4,5-Opyrimidin-7-yl 1 3-oxopyrazolino[3,4-Opyrimidin-4-yl or 

3- oxopyrazoIino[4,3-Opyrimidin-7-yl. 

A further more preferred example of the mono-radical of a suitable bicyclic ring 
formed by the fusion of ring X to the adjacent nitrogen-containing 6-membered heteroaryl 
30 ring within Formula (I) is thieno[3,2-rf]pyrimidinyL mieno[2,3-Opyrimidinyl, 
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thiazolotSA^P^imidinyl.pyridop^-^pyrimidinyl, pyridoPA^pyrimidinyi, 
pyrido^-^pyriraidinyl, pyrido[3,2-d]pyriraidinyl or pteridinyl. 

Particularly, a more preferred example of the mono-radical of a suitable bicyciic ring 
formed by the fusion of ring X to the adjacent nitrogen-containing 6-membered heteroaryl 
5 ring within Formula (I) is thieno[3,2-</]pyrimidin-4-yl t thieno[2»3-<|pyrimidin-4-yI, 
miazolo[5,4-^pyrimidin-7-yI, pyrido[2,3-^pyrimidin-4-y1, pyrido[3,4^pyrirnidin-4-yI, 
pyrido[4,3-*flpyrimidin-4-yl, pyrido[3,2-d]pyrimidin-4-yl or pteridin-4-yI. 

Preferably m is 0 or m is 1 or 2 and each R 1 is independently hydroxy, halo, C^alkyl, 
C^alkoxy, C^alkylSCO),,- (wherein n is 0-2), /W/-(C^aIkyl) 2 aminoC M alkyl, 
10 A^A4C,. 6 alk\M) 2 carbamoylC,. 6 aIkoxy,AW 
C^alkylS(0) 2 -C M alkoxy.ArAKC^a^ 

W-(C M alkyl) 2 aminoC,. 6 alkyJaminoC,^alkyl, heterocyclic ^alkyl, heterocyclylC^alkoxy, 
hcterocyclyloxy, heterocyclylC^alkylaminoC^alkyl or hetcroarylC^alkoxy. 

More preferably m is 0 or m is 1 and each R 1 is independently hydroxy, halo, Chalky I, 

15 C,. 6 alkoxy, C,. 6 alkylS(0) n - (wherein n is 0-2), A r ^ r -(C,^alkyl),aminoC M alkyl > . 
A A ,A/-(C,^alkyl) : carhamoylCi^alkoxy, A'^^C^alkyl^aminoC^alkoxy, 
C M alkylS(0) 2 -C,. 6 alkoxy f ^-(Cj^alkyl^amino-A^C.^alkyOC^alkylamino, 
AVV-^j^alky^aminoC^galkylaminoC^alkyl, piperidin-l-yl Chalky I, 
homopiperidin-l-ylC^a!kyl,AHC M ^^ 

20 1 -ylC^alkyl, piperazin-l-ylC^alkyl, 4-C^alkylpiperazin-l -y!C,. 6 alkyl, homopipcrazinyl- 
l-ylC,. 6 alkyl,4-C M alky]homopiperazinyl-l-ylC,. 6 alkyl t pyrroIidinylC^alkoxy, 
piperidinylC^alkoxy, homopiperidinylC^alkoxy, A r -(C,^alkyl)pyrroHdinyIC M alkoxy, 
A r '(C,^alkyl)piperidinylC,. 6 alkoxy, ^-(Ct^alkyOhomopiperidinylC^aJkoxy, 
morphoiinylC^alkoxy, piperazinylC^alkoxy, A r -(C M alkyl)piperazinylC,. 6 aIkoxy, 

25 homopiperazinylC^alkoxy, ^-(C^alkyOhomopiperazinylC^alkoxy, pyrrolidinyloxy, 
A r -(C,. 6 alkyl)pyrrolidinyloxy» piperidinyloxy, //-(C M alkyl)piperidinyioxy, 
homopiperidinyloxy, //-(C,^alkyl)homopiperidinyloxy, morpholinylC^alkylaminoC^alkyl, 
thiazolylC,_ 6 alkoxy or pyridylC,^alkoxy. 

Further more preferably m is 0 or m is 1 and each R l is independently hydroxy, halo, 

30 C^alkyl, C^alkoxy, C 1 . 0 alkylS(O) )l - (wherein n is 0-2), //,//-(C^alk>'l) 3 aminoC^alkyl f 
AWC^alkyl^carbamoylC^alkoxy, //^/-(C M aIkyl) 2 aminoC, ^alkoxy. 
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A^A^(C l ^alkyl) 2 aminoC I . 6 alkylaminoC w alkyl, piperazin-1 -ylC^alkyi, 4-C M alkylpiperazin- 
1 -ylC,. 6 alky 1, homopipcraziny 1- 1 -y IC^alkyl, 4-C,. 6 alkyIhomopiperazinyl- 1 -y IC w alkyl, 
pyrroIidinylC^alkoxy, piperidinylC M alkoxy, /V-(C w alkyl)pyrrDlidinyIC w aJkoxy, 
5 A^C,^alkyI)piperidinylC^alkoxy,morohota^^ 

A-(C^alkyl)piperazinylC, ^alkoxy, homopiperazinylC^alkoxy, 
^-(C^alkyOhomopiperazinylC^alkoxy, pyrrol idinyloxy, piperidinyloxy, 
morpholinylC M alkylaminoC lw ,aIkyl or pyridylC^alkoxy. 

More particularly m is 0 or m is 1 and each R' is independently methyl, methoxy, 
10 methylthio, mcthylsulphinyl, methylsulphonyl, 2-dimethylaminoethoxy, 

2- diethyIaminoethox)', 2-diisopropylaminoethoxy, 3-dimethylaminopropoxy, 

3- diethylaminopropoxy, 2-morpholinoethoxy, 3-morpholinopropoxy, 2-piperidinoethoxy, 
Ar-methylpiperidin-2-ylmethoxy,A^^ 2-pyrrobdin-l-ylethoxy, 
2-0V-methylpyrrolidin-2-yI)ethoxy,A^-methyl-5-oxopyiroIidin-2-yIme^ 

15 3-pyrrolidin-l-ylpropoxy, 2-(2-oxoimidazoIidin-l-yl)ethoxy, 

2- (4-methyIpiperazin-l-yl)ethoxy or 3-pyrid-3-ylpropoxy. 

Further more particularly m is 0 or m is 1 and each R' is independently methyl, 
methoxy, methylthio, 2-diisopropylaminoethoxy, 3-diethylaminopropoxy, 

3- morphoIinopropoxy or 3-pyrrolidin-l-ylpropoxy. 

20 Even more particularly m is 0 or m is 1 and R 1 is methyl or methylthio. 

Preferably R 3 is hydrogen, CMalkyl or halo. 
More preferably R 2 is hydrogen, C M alkyl or halo. 

Particularly R 2 is hydrogen, methyl, fluoro or chloro, more particularly methyl. 
Preferably R 3 is hydrogen, Chalky! or halo. 
25 More preferably R 3 is hydrogen, C M alkyl or halo. 

Particularly R 3 is hydrogen, methyl, fluoro or chloro, more particularly hydrogen. 
Preferably q is 0 or 1, more preferably q is 0. 

Preferably R 4 is aryl or heteroaryl optionally substituted by one or more groups 
selected from halo, cyano, CMalkyl, C M alkoxy, ^-(C^alkyl) 2 arnino or heterocyclyl. 
30 More preferably R 4 is aryl or heteroaryl optionally substituted by one or more groups 

selected from halo, cyano, CMalkyl, C^alkoxy, //^-(C^alkyl^amino, pyrroIidin-l-yL 
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piperidinyl, morpholino, pipcrazinyl, 4-C,. 6 aIkylpiperazin«l-yl, homopiperazinyl-l-yl or 

4-C,_ 6 alkylhornopiperaziny 1-1 -yl. 

Further more preferably R 4 is phenyl, thienyl, furyl, oxazolyl, isoxazolyl, pyrimidyi or 

pyridyl optionally substituted by one or two halo, trifiuoromethyl, cyano, C M alkyl, 
5 C M alkoxy, -0-(C M alkyl)-0- t A'^CMalky^amino, C M aJkanoylamino, C^alkylsulphonyl- 

AHC^alkylJamino, phenyl (optionally substituted by one or two halo groups), furyl, 

azetidinyl, pyrrolidinyl, 3-pyrrolinyl, piperidino, homopiperidinyl, morpholino, piperazinyl, 

homopiperazinyl, tf-(C M alkyl)pipenuunyl and A r -(C M allcyl)homopiperazinyl, or R 4 is 

fluorenyl or dibenzofuranyl. 
1 0 Further more preferably R 4 is phenyl, thienyl, furyl, oxazolyl, isoxazolyl, pyrimidyi or 

pyridyl optionally substituted by one or two halo, cyano, C M alkyl, C M alkoxy, 

N,AHC M alkyI) 2 amino, piperidinyl, morpholino orpiperazinyl. 

Particularly R 4 is phenyl, furyl, isoxazolyl or pyridyl optionally substituted by one or 

more groups selected from fluoro, chloro, cyano, methyl, methoxy, A^A^imethylamino or 
15 morpholino. 

Further particularly R 4 is phenyl, furyl, thienyl or pyridyl optionally substituted by one 
or two groups selected from fluoro, chloro, trifiuoromethyl, cyano, methyl, methoxy, ethoxy, 
methyl enedioxy, /V,,V-dimethyIamino, acctamido, A'-methylmethanesuIphonamido, phenyl, 
4-fluorophenyl, 4-chlorophenyl, furyl, azetidin-l-yl, pyrrol idin-l-y 1, 3-pyrrolin-1-yI, 
20 piperidino, homopiperidin-l-yl, morpholino, piperazin-l-yl, homopiperazin-l-yl, 
4-methylpiperazin-l-yl and 4-methylhomopiperdzin-l-yl. 

Further particularly R 4 is phenyl optionally substituted by one or two groups selected 
from fluoro, chloro, trifiuoromethyl, cyano, methyl, methoxy, ethoxy, methylenedioxy, 
Nfi-di methyl amino, acetamido, A'-methylmethanesulphonamido, phenyl, 4-fluorophcnyl, 
25 4-chlorophenyl, 2-furyl, azetidin-l-yl, pyrrolidin-l-yi, 3-pyrroIin-l-yl, piperidino, 

homopiperidin-l-yl, morpholino, piperazin-l-yl. homopiperazin-l-yl, 4-methylpiperazin-l-yl 
and 4-methylhornopiperazin-l-yl. 

Further particularly R 4 is 1 -fluorenyl or dibenzofuran-4-yI. 
More particularly R 4 is phenyl, 2-meihylphenyl, 3-(A r ,A^-dimethylamino)phenyl, 
30 3-fluorophenyl, 3-methoxyphenyl, 4-cyanophenyl, 3,4-dimethoxyphenyI, 

3-morpholinophenyl, 2-furyl, 2-chloropyrid-5-yl, 2-morpholinopyrid-4-yI or isoxazol-5-yl. 
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Further more particularly R 4 is phenyl, 3-fluorophenyl, 4-cyanophenyl, 

2- methylphenyI, 2-methoxyphenyl, 3-methoxyphenyl, 3-ethoxyphenyl f 3,4-dimethoxyphenyl, 
3,4-methylenedioxyphcnyl, 3-(^-dimethylamino)phenyl f 3-acetamidophenyI, 

3- (4-fluorophenyI)phenyl, 3-(2-furyI)phenyI, 3-pyrroIidin-l-yIphenyl, 3-morpholinophenyI, 
5 3-fluoro-5-pyrrolidin-l-ylphenyI, 3-fluoro-5-piperidinophenyl, 3-fluoro-5-morpholinophenyl 

or 3-morpholino-5-trifluoromethylphenyl. 

Further more particularly R 4 is pyridyl optionally substituted by a N^imethyiamino, 
AVV-diethylamino, pyrrolidin-l-yl, piperidino or morpholino group. 

Further more particularly R 4 is pyridyl optionally substituted by a A^/V-dimethylamino, 
10 AV^-diethylamino, azctidin-l-yl, pyrrolidin-l-yl, 3-pyrrolin-l-yi, piperidino, 

homopiperidin-l-yl, morpholino, piperazin-l-yl, homopiperazin-l-yl, 4-methylpiperazin-l-yI 
or 4-methyIhomopiperazin-l-yl group. 

Even more particularly R 4 is 2-morpholinopyrid-4-y]. 

Preferably R 4 is hydrogen or C^alkoxy, more preferably C M alkoxy, particularly 
15 hydrogen or methoxy. 

Preferably R 5 is hydrogen. 

According to a preferred aspect of the invention, there is provided a compound of the 
Formula (1) wherein: 

the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
20 6-membered heteroaryl ring within Formula (I) is furopyrimidinyl, thienopyrimidinyl, 
pyrrolopyrimidinyl, oxazolopyrimidinyl, thiazolopyrimidinyl, purinyl, pyridopyrimidinyl, 
pyrimidopyrimidinyl or pteridinyl; 

m is 0 or m is 1 and each R 1 is independently hydroxy, halo, Chalky], CMalkoxy, 
C M alkylS(0) n - (wherein n is 0-2), AWC^alkyl^aminoC^alkyl, 
25 A^C^alkyl^carbamoyl^^ 
C,. 6 alkylS(0) 2 -C u alkoxy,AW 

A^V-CCj^allo'I^aminoCL^lkylaminoC.^alkyl, piperidin-l-yIC l-6 alkyl, 
homopipcridin-l-ylC^alkyl, //-(C,. 6 alkyl)piperidin-l.ylC w aIkyl, AHC M aIkyl)homopiperidin- 
l-ylC^alkyl, piperazin-l-ylC.^alkyl, 4-C^alkylpiperazin-l-ylCjVdIkyl. 
30 homopiperazinyl-l-ylC M alkyl,4-C 1 . 6 alk7momopiperazinyl-l-ylC^alkyl, 
pyrrolidinylC^alkoxy, piperidinylC^alxoxy, homopiperidinylC M alkoxy, 
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AKC M aIkyI)pyTrolidmylC,^lkoxy^ 

A-(C,. 6 allcyl)homopipcridinylC,. 6 alkoxy, morpholinylC,. 6 alkoxy, pipcrazinylC^alkoxy, 
//-(CLftalkyOpipcrazinylC^alkoxy.homopiperazinylC^alkoxy, 
W-(C, ^alkyOhomopiperazinylC^alkoxy, pyrrolidinyloxy, W-(C M alkyl)pyrrolidinyloxy, 
5 piperidinyloxy, //-(Cj^alkyljpiperidinyloxy, homopiperidinyloxy, 

AHC^alkyOhomopiperidinyloxy, morpholinylC,. 6 aIkyIaminoC l-6 alkyl, thiazolylC l-6 alkoxy or 
pyridylC^alkoxy; 
R 2 is hydrogen, C M alkyl or halo; 
R 3 is hydrogen, C M alkyl or halo; 
10 qisO; 

R 4 is phenyl, thienyl, furyl, oxazolyl, isoxazolyl, pyrimidyl or pyridyl optionally substituted 
by one or two halo, trifluoromethyl, cyano, C M alkyl, C M a!koxy, -0-(C,. 3 aIkyl)-0-, 
A r ^-(C M alkyl),amino, C^alkanoylamino, C.^alkylsulphonyl-ZZ-CC^alkyOamino, phenyl 
(optionally substituted by one or two halo groups), furyl, azetidinyl, pyrrolidinyl, 3-pyrrolinyl, 
15 piperidino, homopiperidinyl, morpholino, piperazinyl, homopiperazinyl, 

A*-(Ci. fc alkyl)piperazinyl and ^-(C^alkyljhomopiperazinyl, or R* is fluorenyl or 
dibenzofuranyl; and 
R 5 is hydrogen; 

or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof. 
20 According to a further preferred aspect of the invention, there is provided a compound 

of the Formula (I) wherein: 

the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is furopyrimidinyl, thienopyrimidinyl, 
pyrrolopyrimidinyl, oxazolopyrimidinyl, thiazolopyrimidinyl, purinyl, pyridopyrimidinyl, 

25 pyrimidopyrimtdiny! or pteridinyl; 

m is 0 or m is 1 and each R 1 is independently hydroxy, halo, CMalkyl, C^alkoxy, 
C (4 alkylS(0) tt - (wherein n is 0-2), //.//-(C^alkyO^aminoC^alkyl, 
^^•(C^alkyl^carbamoylC^alkoxy^^-fC^alkyOjaminoC^alkoxy, 
C w alkylS(0) 3 -C^alkoxy,tf^ 

30 iV^.(C l . 6 aIk7l) 2 aminoC I . 6 alkylaminoC 1 ^alkyl, pipcrazin-1 -ylC^alkyl, 4-C^alkylpipcrazin- 
l-ylC^salkyl.homopiperazinyl-l-ylC^alkyl, ^Cu.alkyLhomopiperazinyM-ylC^aJkyl, 
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pyrrolidinylC^alkoxy.p^ 
W-CC^aikyOpiperidinylC^alkoxy^ 
^-(Cj^alkyOpiperazinylC^alkoxyJiomopipcrazinylC^alkoxy, 
^-(Cj^alky^homopipcrazinylC^alkoxy, pyrrolidinyloxy, piperidinyloxy, 
5 morphoIinylCj^alkylaminoC.^alkylorpyridylC^alkoxy; 
R 2 is hydrogen, C M aIkyi or halo; 
R 3 is hydrogen, C M aIkyl or halo; 
q is 0; 

R 4 is phenyl, thienyl, fuo'l, oxa2olyl, isoxazolyl, pyrimidyl or pyridyi optionally substituted 
10 by one or (wo halo, cyano, C M alkyI, C M alkoxy, M^(C M alkyl) 2 arnino t piperidinyl, 
morpholino or piperazinyl; and 
R s is hydrogen; 

or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof. 

In a more preferred aspect of the invention there is provided a compound of the 

15 Formula (I) wherein: 

the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is furoP^-^pyrimidinyl, 
furo[2,3-r/]pyrimidinyI, thieno[3,2-</]pyrimidinyl, thieno[2,3-^Jpyrimidiny], 
pyrrolo[3,2-^p}Timidinyl, pyrrolo[2,3-^pyrimidinyl, oxazolo[5,4-<|pyrimidinyl, 

20 oxazolo[4,5-4]pyrimidinyl, miazolo[5,4-^p>Timidinyi, thiazolo^^-c/lpyrimidinyl, purinyl, 
pyrido[2 > 3-J]pyriniidinyl t pyrido[3,4^pyrimidinyl, pyrido[43-^pyrimidinyl, 
pyrido[3,2-rf]pyrimidinyI, pyrimido[4,5-^pyrimidinyl, pyrimido[5,6-^pyrimidinyl or 
ptcridinyl; 

m is 0 or m is 1 and each R' is independently methyl, methoxy, methylthio, 
IS 2-diisopropylaminoethoxy, 3-diethylaminopropoxy, 3-morpholinopropoxy or 
3-pyrrolidin-l-ylpropoxy; 
R 2 is hydrogen, methyl, fluoro or chloro; 
R 5 is hydrogen; 
qis 0; 

10 R* is phenyl optionally substituted by one or two groups selected from fluoro, chloro, 
trifluoromethyl, cyano, methyl, methoxy, ethoxy, methylenedioxy, A^-dimethylamino, 
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acetamido, W-methylmethanesulphonamido, phenyl, 4-fluorophenyI, 4-chIorophenyl, 2-fiiryl, 
azetidin-l-yl, pyrrolidin-l-yl, 3-pyrrolin-l-yl, piperidino, homopiperidin-l-yl, morpholino, 
piperazin-l-yl, homopiperazin-l-yl, 4-mcthylpiperazin-l-yl and 4-methylhomopiperazin-l-yl, 
or R 4 is pyridyl optionally substituted by a A^W-dimethylamino, NJV-diethylamino, 
5 azetidin- 1 -yl, pyrrolidin- 1 -yl, 3-pyrrolin- 1 -yl, piperidino, homopiperidin- 1 -yl, morpholino, 
piperazin-l-yl, homopiperazin-l-yl, 4-methylpiperazin-l-yl or 4-methyIhoinopiperazin-l -yl 
group, or R 4 is 1-fluorenyl or dibenzofuran-4-yl; and 
R 5 is hydrogen; 

or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof. 
10 In a further more preferred aspect of the invention there is provided a compound of the 

Fomiula (I) wherein: 

the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is furo[3,2-<r]pyrirnidinyl, 
furo[2,3-</)pyrimidinyl, thieno[3,2-^/]pyrimidinyl, mieno[2,3-^pyrimidmyi, 
15 p>TTolo[3,2-t/]pyrimidinyl f p>nolo[2,3-d]pyrimidinyI, oxazolo[5,4-6T|pyriinidinyl, 

oxazoIo[4,5-d]pyrimidinyl, thiazolofS^-t/Jpyrimidinyl, tliiazolo[4,5-</]pyrimidinyl, purinyl, 
pyrido[2,3-cf|pyrimidinyl, pyrido[3,4-rf]pyrimidinyl, pyrido[4 v 3-^pyrimidiny], 
pyric!o[3,2-</Jpyrirnidinyl, pyrimido[4,5-rf]pyrimidinyl, pyrimido[5,6-^/]pyrimidinyl or 
pteridinyl; 

20 m is 0 or m is 1 and each R 1 is independently methyl, methoxy, methylthio, 

2- diisopropylaminoelhoxy, 3-diethylaminopropoxy, 3-morpholinopropoxy or 

3- pyrrolidin- 1 -ylpropoxy; 

K 2 is hydrogen, methyl, fluoro or chloro; 
R 3 is hydrogen; 
25 qisO; 

R 4 is pyridyl optionally substituted by a A'JV-dimethylamino, AyV-diethylamino, pyrrolidin- 
l-yl. piperidino or morpholino group; and 
R 5 is hydrogen; 

or a pharmaceutical ly acceptable salt or an in vivo cleavable ester thereof. 
30 In a particular aspect of the invention there is provided a compound of the Formula (I) 

wherein: 
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the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is thieno[3,2-^/]pyrimidin-4-yl t 
thieno[2,3-</]pyrimidin-4-yl, thia2oIo[5,4-^pyrimidin-7-y1, 6-purinyl, 
pyrido[2,3-^pyrimidin-4-yl, pyrido[3,4-</]pyrimidin-4-yI, pyrido[4^-^pyrirnidin-4-yl, 
5 pyrido[3,2-<flpyrimidin-4-yl or ptcridin-4-yI; 
m is 0 or m is 1 and R 1 is methyl or methylthio; 
R 2 is methyl; 
R 3 is hydrogen; 
q is 0; 

1 0 R 4 is phenyl, 3-fluorophenyl, 4-cyanophenyl, 2-methylphenyl, 2-methoxyphenyl, 
3-methoxyphenyl, 3-ethoxyphenyl, 3,4-dimethoxyphenyl, 3 t 4-methylenedioxyphenyl, 
3-(/v\A f -dimemylamino)phenyi, 3-acetamidophenyl, 3-(4-fluorophenyl)phenyl, 
3-(2-furyI)phenyl, 3-pyrrolidin-l-ylphenyl, 3-morpholinophenyl, 

3-fluoro-5-pyrro!idin-l -yiphenyl, 3-fluoro-5-piperidinophenyl, 3-fluoro-5-morpholinophenyl 
15 or 3-morpholino-5-trifluoromethylphenyl, or R 4 is 2-morphoIinopyrid-4-yl, 
or R* is 1-fluorenyl or dibenzofuran-4-yl; and 
R 5 is hydrogen; 

or a pharmaceutically acceptable salt or an in vivo cleavable ester thereof. 

In a further particular aspect of the invention there is provided a compound of the 

20 Formula (I) wherein: 

the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is thieno[3,2-<f)pyrimidin-4-y!, 
thieno[2,3-^pyrimidin-4-yl, thiazolo[5,4-tf]pyrimidin-7-yl t pyrido[2,3-<i]pyrimidin-4-yl, 
pyrido[3,4-<f]pyrirmdin-4-yl, pyrido[4,3-<%yrimidin-4-yl, pyrido[3 ? 2-^pyrimidin-4-yl or 

25 pleridin-4-yl; 

m is 0 or m is 1 and R' is methyl or methylthio; 
R 2 is methyl; 
R 3 is hydrogen; 
qisO; 

30 R J is 2-morpholinopyrid-4-yl; and 
R 5 is hydrogen; 
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or a pharmaccutically acceptable salt or an in vivo cleavable ester thereof. 

Preferred compounds of the invention are those of Examples 1-3 or pharmaceutical^ 
acceptable salts or in vivo cleavable esters thereof 

An especially preferred compound of the invention is, for example, a compound of the 
5 Formula (T) selected from :- 

4-[2-methyl-5-(2-morpholinopyridine-4-carboxam 
4-[2-methyl-5-(2-morpholinopyriflne-4-carboxam 
4^2-methyl-5-(2-morpholmopyridme^-carboxarrudo)anilino]pteridine and 
6-[2-memyl-5-(2-morpholmopyridinc^<arboxarnido)aniIino]purine; 
10 or a pharmaceutical ly acceptable salt or an in vivo cleavable ester thereof 

A suitable pharmaceutical^ acceptable salt of a compound of the Formula (I) is, for 
example, an acid-addition salt of a compound of the Formula (I) which is sufficiently basic, 
for example an acid-addition salt with an inorganic or organic acid such as hydrochloric, 
hydrobromic, sulphuric, trifluoroacetic, citric or maleic acid; or, for example a salt of a 
1 5 compound of the Formula (I) which is sufficiently acidic, for example an alkali or alkaline 
earth metal salt such as a calcium or magnesium sail, or an ammonium salt, or a salt with an 
organic base such as methylamine, dimeihylamine, trimethyl amine, piperidine, morpholine or 
tris-(2-hydroxycthyI)amine. 

Various forms of prodrugs are known in the art. For examples of such prodrug 
20 derivatives, see: 

a) Design of Prodrugs, edited by H. Bundgaard, (Elsevier, 1985) and Methods in 
Enzymology, Vol. 42, p. 309-396, edited by K. Widder, et al (Academic Press, 1985); 

b) A Textbook of Dnig Design and Development, edited by Krogsgaard-Larsen and 

H. Bundgaard, Chapter 5 "Design and Application of Prodrugs", by H. Bundgaard p. 113-191 
25 (1991); 

c) H. Bundgaard, Advanced Drug Delivery Reviews, S, 1-38 (1992); 

d) H. Bundgaard, ei aL, Journal of Pharmaceutical Sciences, 22, 285 (1988); and 
c) N. Kakeya. et a/., Chem Pharm Bull, 22. 692 (1984). 

Examples of such pro-drugs may be used to form in vivo cleavable esters of a 
30 compound of the Formula (I). An in vivo cleavable ester of a compound of the Formula (I) 
containing a carboxy group is, for example, a pharmaceutically acceptable ester which is 
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cleaved in the human or animal body to produce the parent acid. Suitable pharmaceuticaily 
acceptable esters for carboxy include C,^alkoxymethyl esters, for example methoxymethyl; 
C,. c alkanoyioxymelhyl esters, for example pivaloyloxymethyl; phthalidyl esters; 
C 3 . g cycloalkoxycarbonyloxyC w a!kyl esters, for example l-cyclohexylcarbonyloxyethyl; 
5 1 ,3-dioxolan-2-ylmethyl esters, for example 5-methyl- 1 ,3-dioxolan-2-ylmethyl; and 
C^alkoxycarbonyloxyethyl esters, for example 1-methoxycarbonyloxyethyl; and may be 
formed at any carboxy group in the compounds of this invention. 

In order to use a compound of the Formula (I), or a pharmaceuticaily acceptable salt or 
in vivo cleavablc ester thereof, for the therapeutic treatment (including prophylactic treatment) 
1 0 of mammals including humans, it is normally formulated in accordance with standard 
pharmaceutical practice as a pharmaceutical composition. 

According to this aspect of the invention there is provided a pharmaceutical 
composition which comprises a bicyclic compound of the Formula (I), or a pharmaceuticaily 
acceptable salt or in vivo cleavable ester thereof, as defined hereinbefore in association with a 
1 5 pharmaceuticaily acceptable diluent or carrier. 

The compositions of the invention may be in a form suitable for oral use (for example 
as tablets, lozenges, hard or soft capsules, aqueous or oily suspensions, emulsions, dispersible 
powders or granules, syrups or elixirs), for topical use (for example as creams, ointments, 
gels, or aqueous or oily solutions or suspensions), for administration by inhalation (for 
20 example as a finely divided powder or a liquid aerosol), for administration by insufflation (for 
example as a finely divided powder) or for parenteral administration (for example as a sterile 
aqueous or oily solution for intravenous, subcutaneous, intramuscular or intramuscular dosing 
or as a suppository for rectal dosing). 

The compositions of the invention may be obtained by conventional procedures using 
25 conventional pharmaceutical excipicnts, well known in the art. Thus, compositions intended 
for oral use may contain, for example, one or more colouring, sweetening, flavouring and/or 
preservative agents. 

Suitable pharmaceuticaily acceptable excipients for a tablet formulation include, for 
example, inert diluents such as lactose, sodium carbonate, calcium phosphate or calcium 
30 carbonate, granulating and disintegrating agents such as com starch or algenic acid; binding 
agents such as starch; lubricating agents such as magnesium stearate, stearic acid or talc; 
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preservative agents such as ethyl or propyl p-hydroxybenzoate, and anti-oxidants, such as 
ascorbic acid. Tablet formulations may be uncoated or coated either to modify their 
disintegration and the subsequent absorption of the active ingredient within the 
gastrointestinal tract, or to improve their stability and/or appearance, in either case, using 
5 conventional coating agents and procedures well known in the art. 

Compositions for oral use may be in the form of hard gelatin capsules in which the 
active ingredient is mixed with an inert solid diluent, for example, calcium carbonate, calcium 
phosphate or kaolin, or as soft gelatin capsules in which the active ingredient is mixed with 
water or an oil such as peanut oil, liquid paraffin, or olive oil. 
10 Aqueous suspensions generally contain the active ingredient in finely powdered form 

together with one or more suspending agents, such as sodium carboxymethylcellulose, 
methylcellulose, hydroxypropylmethylcellulose, sodium alginate, polyvinyl-pyrrolidone, gum 
tragacanih and gum acacia; dispersing or wetting agents such as lecithin or condensation 
products of an alkylene oxide with fatty acids (for example polyoxelhylene stearate), or 
1 5 condensation products of ethylene oxide with long chain aliphatic alcohols, for example 
heptadecaethyleneoxycetanol, or condensation products of ethylene oxide with partial esters 
derived from fatty acids and a hexitol such as polyoxyethylene sorbitol monooleate, or 
condensation products of ethylene oxide with partial esters derived from fatty acids and 
hexitoi anhydrides, for example polyethylene sorbitan monooleate. The aqueous suspensions 
20 may also contain one or more preservatives (such as ethyl or propyl />-hydroxybenzoate, 
anti-oxidants (such as ascorbic acid), colouring agents, flavouring agents, and/or sweetening 
agents (such as sucrose, saccharine or aspartame). 

Oily suspensions may be formulated by suspending the active ingredient in a vegetable 
oil (such as arachis oil, olive oil, sesame oil or coconut oil) or in a mineral oil (such as liquid 
25 paraffin). The oily suspensions may also contain a thickening agent such as beeswax, hard 
paraffin or cctyl alcohol. Sweetening agents such as those set out above, and flavouring 
agents may be added to provide a palatable oral preparation. These compositions may be 
preserved by the addition of an anti-oxidant such as ascorbic acid. 

Dispersible powders and granules suitable for preparation of an aqueous suspension by 
30 the addition of water generally contain the active ingredient together with a dispersing or 
wetting agent, suspending agent and one or more preservatives. Suitable dispersing or 
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wetting agents and suspending agents are exemplified by those already mentioned above. 
Additional excipients such as sweetening, flavouring and colouring agents, may also be 
present. 

The pharmaceutical compositions of the invention may also be in the form of 
5 oil-in-water emulsions. The oily phase may be a vegetable oil, such as olive oil or arachis oil, 
or a mineral oil, such as for example liquid paraffin or a mixture of any of these. Suitable 
emulsifying agents may be, for example, naturally-occurring gums such as gum acacia or gum 
tragacanth, naturally-occurring phosphatides such as soya bean, lecithin, an esters or partial 
esters derived from fatty acids and hexitol anhydrides (for example sorbitan monooleate) and 
10 condensation products of the said partial esters with ethylene oxide such as polyoxyethylene 
sorbitan monooleate. The emulsions may also contain sweetening, flavouring and 
preservative agents. 

Syrups and elixirs may be formulated with sweetening agents such as glycerol, 
propylene glycol, sorbitol, aspartame or sucrose, and may also contain a demulcent, 
15 preservative, flavouring and/or colouring agent. 

The pharmaceutical compositions may also be in the form of a sterile injectable 
aqueous or oily suspension, which may be formulated according to known procedures using 
one or more of the appropriate dispersing or wetting agents and suspending agents, which 
have been mentioned above. A sterile injectable preparation may also be a sterile injectable 
20 solution or suspension in a non-toxic parentally-acceptable diluent or solvent, for example a 
solution in 1,3-butancdiol. 

Suppository formulations may be prepared by mixing the active ingredient with a 
suitable non-irritating excipient which is solid at ordinary temperatures but liquid at the rectal 
temperature and will therefore melt in the rectum to release the drug. Suitable excipients 
25 include, for example, cocoa butter and polyethylene glycols. 

Topical formulations, such as creams, ointments, gels and aqueous or oily solutions or 
suspensions, may generally be obtained by formulating an active ingredient with a 
conventional, topically acceptable, vehicle or diluent using conventional procedures well 
known in the art. 

30 Compositions for administration by insufflation may be in the form of a finely divided 

powder containing particles of average diameter of, for example, 30um or much less, the 
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powder itself comprising either active ingredient alone or diluted with one or more 
physiologically acceptable carriers such as lactose. The powder for insufflation is then 
conveniently retained in a capsule containing, for example, 1 to 50rag of active ingredient for 
use with a turbo-inhaler device, such as is used for insufflation of the known agent sodium 
5 cromoglycate. 

Compositions for administration by inhalation may be in the form of a conventional 
pressurised aerosol arranged to dispense the active ingredient either as an aerosol containing 
finely divided solid or liquid droplets. Conventional aerosol propellants such as volatile 
fluorinated hydrocarbons or hydrocarbons may be used and the aerosol device is conveniently 
1 0 arranged to dispense a metered quantity of active ingredient. 

For further information on Formulation the reader is referred to Chapter 25.2 in 
Volume 5 of Comprehensive Medicinal Chemistry (Corwin Hansen; Chairman of Editorial 
Board), Pergamon Press 1990. 

The amount of active ingredient that is combined with one or more excipients to 
1 5 produce a single dosage form will necessarily vary depending upon the host treated and the 
particular route of administration. For example, a formulation intended for oral 
administration to humans will generally contain, for example, from 0.5 mg to 2 g of active 
agent compounded with an appropriate and convenient amount of excipieuls which may vary 
from about 5 to about 93 percent by weight of the total composition. Dosage unit forms will 
20 generally contain about 1 mg to about 500 mg of an active ingredient. For further information 
on Routes of Administration and Dosage Regimes the reader is referred to Chapter 25.3 in 
Volume 5 of Comprehensive Medicinal Chemistry (Corwin Hansen; Chairman of Editorial 
Board), Pergamon Press 1990. 

The size of the dose for therapeutic or prophylactic purposes of a compound of the 
25 Formula (1) will naturally vary according to the nature and severity of the conditions, the age 
and sex of the animal or patient and the route of administration, according to well known 
principles of medicine. 

In using a compound of the Formula (1) for therapeutic or prophylactic purposes it will 
generally be administered so that a daily dose in the range, for example, 0.5 mg to 75 mg per 
30 kg body weight, preferably 0.5 mg to 40 mg per kg body weight, is received, given if required 
in divided doses. In general lower doses will be administered when a parenteral route is 
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employed. Thus, for example, for intravenous administration, a dose in the range, for 
example, 0.5 mg to 30 mg per kg body weight will generally be used. Similarly, for 
administration by inhalation, a dose in the range, for example, 0.5 mg to 25 mg per kg body 
weight will be used. Oral administration is however preferred, particularly in tablet form. 
5 Typically, unit dosage forms will contain about 1 mg to 500 mg of a compound of this 
invention. 

The compounds of this invention may be used in combination with other drugs and 
therapies used in the treatment of disease states which would benefit from the inhibition of 
cytokines, in particular TNF and IL-1. For example, the compounds of the Formula (1) could 
10 be used in combination with drugs and therapies used in the treatment of rheumatoid arthritis, 
asthma, irritable bowel disease, multiple sclerosis, AIDS, septic shock, ischaemic heart 
disease, psoriasis and the other disease states mentioned earlier in this specification. 

For example, by virtue of their ability to inhibit cytokines, the compounds of the 
Formula (I) are of value in the treatment of certain inflammatory and non-inflammatory 
15 diseases which arc currently treated with a cyclooxygenase-inhibitory non-steroidal 
anti-inflammatory drug (NSAID) such as indomethacin, ketorolac, acetylsalicylic acid, , 
ibuprofen, sulindac, tolmetin and piroxicam. Co-administration of a compound of the 
Formula (I) with a NSAID can result in a reduction of the quantity of the latter agent needed 
to produce a therapeutic effect. Thereby the likelihood of adverse side-effects from the 
20 NSAID such as gastrointestinal effects are reduced. Thus according to a further feature of the 
invention there is provided a pharmaceutical composition which comprises a compound of the 
Formula (I), or a pharmaceutical ly acceptable salt or in vivo cleavable ester thereof, in 
conjunction or admixture with a cyclooxygenase inhibitory non-steroidal anti-inflammatory 
agent, and a pharmaceutical ly acceptable diluent or carrier. 
25 The compounds of the invention may also be used with anti-inflammatory agents such 

as an inhibitor of the enzyme 5 -lipoxygenase (such as those disclosed in European Patent 
Applications Nos. 0351 194, 0375368, 0375404, 0375452, 0375457, 0381375, 0385662, 
0385663, 0385679, 0385680). 

The compounds of the Formula (I) may also be used in the treatment of conditions 
30 such as rheumatoid arthritis in combination with anliarthritic agents such as gold, 
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methotrexate, steroids and penicillinaminc, and in conditions such as osteoarthritis in 
combination with steroids. 

The compounds of the present invention may also be administered in degradative 
diseases, for example osteoarthritis, with chondroprotective, anti -degradative and/or 
5 reparative agents such as Diacerhein, hyaluronic acid formulations such as Hyalan, Rumalon, 
Arteparon and glucosamine salts such as Antril. 

The compounds of the Formula (I) may be used in the treatment of asthma in 
combination with antiasthmatic agents such as bronchodilalors and Ieukotxiene antagonists. 
If formulated as a fixed dose such combination products employ the compounds of 
10 this invention within the dosage range described herein and the other pharmaceutical ly-active 
agent within its approved dosage range. Sequential use is contemplated when a combination 
formulation is inappropriate. 

Although the compounds of the Formula (I) are primarily of value as therapeutic 
agents for use in warm-blooded animals (including man), they are also useful whenever it is 
15 required to inhibit the effects of cytokines. Thus, they are useful as pharmacological 
standards for use in the development of new biological tests and in the search for new 
pharmacological agents. 

According to a further aspect of the present invention, there is provided a process for 
preparing a compound of the Formula 0), or a pharmaceutical ly acceptable salt or an in vivo 
20 cleavablc ester thereof, which process (wherein G, R\ R 2 , R\ R\ R\ ring X, m and q are as 
defined for Formula (I) unless otherwise stated) comprises of: 
a) reacting an aniline of the Formula (II): 




with an acyl compound of the Formula (III): 
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O 

an) 

wherein Lisa displaceabie group as defined below; 
b) reacting an activated bicyclic hcteroaryl ring of the Formula (IV): 

L 

(IV) 

5 wherein L is a displaceabie group as defined below, with an aniline of the Formula (V): 

H (V) 
or c) for the preparation of a compound of the Formula (1) wherein R 1 or a substituent on R 4 
is C,. 6 alkoxy or substituted C,. 6 alkoxy, C w alkylS- f A^C M alkyiamino, ^V-(C M aikyl) 2 amino 
or substituted C,. ft alkyl amino, tlie alkylation, conveniently in the presence of a suitable base as 
10 defined below, of a compound of the Formula (I) wherein R' or a substituent on R 4 is 
hydroxy, mercapto or amino as appropriate; 
and thereafter if necessary: 

i) converting a compound of the Formula (I) into another compound of the 
Fonnula (I); 

1 5 ii) removing any protecting groups; and 

iii) forming a pharmaccutically acceptable salt or in vivo cleavable ester. 

Specific reaction conditions for the above process variants are as follows:- 

For process variant a) A suitable displaceabie group L is f for example, a 

halogeno, activated phenoxy group or sulphonyloxy group, for example a chloro, bromo, 
20 pentafluorophenoxy or methanesulphonyloxy or toluene-4-suIphonyloxy group. Especially 
preferred displaceabie groups are chloro and pentafluorophenoxy. 

Anilines of the Fonnula (II) and acyl compounds of the Formula (III) may be reacted 
together in a suitable inert solvent or diluent, for example dicWoromethane, acetonitrile, 
butanol, tetramethylenc sulphone, tetrahydrofuran. 1 ,2-dimethoxyethane, 
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A'.^dimethylfonnamide, AW-dimethylacetamide or W-raethylpyrrolidin-l-one, optionally in 
the presence of a base such as an alkali or alkaline earth metal carbonate, alkoxide or 
hydroxide, for example sodium carbonate or potassium carbonate, or, such as, an organic 
amine base, for example, pyridine, 2,6-lutidine, colliding 4-dimethylaminopyridine, 
5 triethylamine, morpholine or diazabicyclo-[5 A0]undec-7-ene, and at a temperature in the 
range, for example, 0° to 50°C, conveniently at or near room temperature. 

Anilines of the Formula (II) may be prepared according to the following scheme: 



10 can be amino protected by a suitable protecting group (such as those defined below) or nitro. 
After the above reaction, the protecting group is removed, or the nitro group is reduced (for 
example with iron powder and acetic acid) to generate an aniline of the Formula (II). 

Activated heleroaryls of the Formula (IV) are known compounds, are commercially 
available or are prepared by processes known in the art. For example where L is chloro or 

1 5 pentafluorophenoxy, compounds of the Formula (IV) may be prepared by the following 




(HB) 



Q is -NH, or, ifR 2 and R 3 



are not identical and a stereospecific reaction is desired, Q 



scheme: 



O 





H 



SOCU, DMF 



A 



H 




(IVB) 



k 2 co 3 , r , 

DMF ,AfL, 
A 



(IVC) 



WO 00/56738 



PCT/GBOO/OI006 



-30- 

For process variant b) A suitable displaceablc group L is as defined above. 

Activated heteroaryls of the formula (IV) and anilines of the Formula (V) may be 
reacted together in the presence of a pro tic solvent, for example, isopropanol, in the presence 
of an acid, for example hydrogen chloride gas in diethyl ether, or hydrochloric acid, and at a 
5 temperature in the range, for example, 0° to 150°C, conveniently at or near reflux. 

Anilines of the Formula (V) are, known compounds, are commercially available, or 
are made by processes known in the art. For example, anilines of the Formula (V) may be 
prepared according to the following scheme: 




(VA) (VB) 
10 wherein Q is as defined above. 

Compounds of the Formulae (IIB), (III), (VA) and (VB) are known compounds, are 
commercially available or are prepared by processes known in the art. 

For process variant c) A suitable alkylating agent is, for example, any agent 

known in the art for the alkylation of hydroxy to alkoxy or substituted alkoxy, or for the 
15 alkylation of mercapto to alkylthio, or for the alkylation of amino to alkylamino or substituted 
alkyiamino, for example an alkyl or substituted alkyl halide, for example a C^alkyl chloride, 
bromide or iodide or a substituted C,. A alkyl chloride, bromide or iodide, in the presence of a 
suitable base as defined below, in a suitable inert solvent or diluent as defined above for 
process variant a). 

20 A suitable base is, for example, an alkali or alkaline earth metal carbonate, alkoxide, 

hydroxide or hydride, for example sodium carbonate, potassium carbonate, sodium ethoxide, 
potassium butoxide, sodium hydroxide, potassium hydroxide, sodium hydride or potassium 
hydride, or an organometallic base such as an alkyl-lithium, for example n-butyl-lithium, or a 
dialkylamino-lithium, for example lithium di-isopropylamide, or, for example, an organic 

25 amine base such as, for example, pyridine, 2,6-lutidine, collidine, 4-dimethylaminopyridine, 
triethylamine, morpholine or diazabicyclo[5.4.0]undec-7-ene. The reaction is conveniently 
carried out at a temperature in the range, for example, 10 to 150°C, preferably in the range 20 
to 80°C. 
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Any necessary protecting groups may in general be chosen from any of the groups 
described in the literature or known to the skilled chemist as appropriate for the protection of 
the group in question and may be introduced by conventional methods. Protecting groups 
may be removed by any convenient method as described in the literature or known to the 
5 skilled chemist as appropriate for the removal of the protecting group in question, such 
methods being chosen so as to effect removal of the protecting group with minimum 
disturbance of groups elsewhere in the molecule. 

Specific examples of protecting groups are given below for the sake of convenience, in 
which "lower", as in, for example, lower alky I, signifies that the group to which it is applied 
10 preferably has 1 -4 carbon atoms. Il will be understood that these examples are not exhaustive. 
Where specific examples of methods for the removal of protecting groups are given below 
these are similarly not exhaustive. The use of protecting groups and methods of deprotection 
not specifically mentioned is of course within the scope of the invention. 

A carboxy protecting group may be the residue of an ester- forming aliphatic or 
1 5 ary I aliphatic alcohol or of an ester- forming silanol (the said alcohol or silanol preferably 
containing 1-20 carbon atoms). 

Examples of carboxy protecting groups include straight or branched chain C M2 alkyl 
groups (for example isopropyl, leH-butyl); lower alkoxy lower alkyl groups (for example 
methoxymethyl, ethoxymethyL isobutoxymethyl); lower aliphatic acyloxy lower alkyl groups, 
20 (for example acetoxymethyl, propionyloxymethyl, butyryloxymethyl, pivaloyloxymethyl); 
lower alkoxycarbonyloxy lower alkyl groups (for example i-methoxycarbonyloxyethyl, 
l-ethoxycarbonyloxyethyl); aryl lower alkyl groups (for example benzyl, p-methoxybenzyl, 
o-nitrobenzyl, p-nitrobenzyl, benzhydryl and phthalidyl); tri(lowcr alkyl)silyl groups (for 
example trimethyisilyl and ieri-butyldimelhylsilyl); tri(lower alkyl)silyl lower alkyl groups 
25 (for example trimcthylsi Methyl); and C^alkenyl groups (for example allyl and vinyleihyl). 

Methods particularly appropriate for the removal of carboxyl protecting groups 
include for example acid-, base-, metal- orenzymically-catalyscd hydrolysis. 

Examples of hydroxy protecting groups include lower alkyl groups (for example 
Isn-butyl), lower alkenyl groups (for example allyl); lower alkanoyl groups (for example 
30 acetyl); lower alkoxycarbonyl groups (for example isd-butoxycarbonyl); lower 

alkenyloxycarbonyl groups (for example allyloxycarbonyl); aryl lower alkoxycarbonyl groups 
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(for example benzoyloxycarbonyl,/?-methoxybenzyloxycari5onyl, o-nitrobenzyloxycarbooyl, 
p-nitrobenzyloxycarbonyl); tri lower alkylsilyl (for example trimethylsilyl, 
lejl-butyldimethylsilyl) and aryl lower alkyl (for example benzyl) groups. 

Examples of amino protecting groups include formyl, aralkyl groups (for example 
5 benzyl and substituted benzyl, ^-methoxybenzyl, nitrobenzyl and 2,4-dimethoxybenzyl, and 
triphenylmethyl); di-^-anisylmethyl and furylmethyl groups; lower alkoxycarbonyl (for 
example tcrt-butoxycarbonyl); lower alkenyloxycarbonyl (for example allyloxycarbonyl); aryl 
lower alkoxycarbonyl groups (for example benzyloxycarbonyl,/?-methoxybenzyloxycarbonyl, 
o-nitrobenzyloxycarbonyl,/?-nitrobenzyloxycarbonyl; trialkylsilyl (for example trimethylsilyl 
1 0 and lert-butyldimethylsilyl); alkylidene (for example methylidene); benzylidene and 
substituted benzylidene groups. 

Methods appropriate for removal of hydroxy and amino protecting groups include, for 
example, acid-, base-, metal- or enzymicaliy-catalysed hydrolysis for groups such as 
^-nitrobenzyloxycarbonyl, hydrogenation for groups such as benzyl and photolytically for 
15 groups such as onitrobenzyloxycarbonyl. 

The reader is referred to Advanced Organic Chemistry, 4th Edition, by Jerry March, 
published by John Wiley & Sons 1 992, for general guidance on reaction conditions and 
reagents. The reader is referred to Protective Groups in Organic Synthesis, 2nd Edition, by 
Green et a/., published by John Wiley & Sons for general guidance on protecting groups. 
20 According to a further aspect of the present invention there is provided a bicyclic 

compound of the Formula (I), or a pharmaceuticaliy acceptable salt or an in vivo cleavable ester 
thereof as defined hereinbefore, for use in a method of treatment of the human or animal body 
by therapy. 

In a further aspect of the present invention there is provided a bicyclic compound of 
25 the Formula (I), or a pharmaceuticaliy acceptable salt or an in vivo cleavable ester thereof as 
defined hereinbefore, for use as a medicament. 

In a further aspect the present invention provides the use of a bicyclic compound of the 
Formula (I), or a pharmaceuticaliy acceptable salt or an in vivo cleavable ester thereof as 
defined hereinbefore, or the use of the compound 
30 7-amino-4-(3-acetamidoanilino)pyrido[4,3-£/]pyrimidine in the manufacture of a medicament 
for use in the treatment of diseases or medical conditions mediated by cytokines. 
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In a further aspect the present invention provides a method of treating diseases or 
medical conditions mediated by cytokines which comprises administering to a warm-blooded 
animal an effective amount of a bicyclic compound of the Formula (1), or a pharmaceutically 
acceptable salt or an in vivo cleavablc ester thereof as defined hereinbefore, or of the 
5 compound 7-amino-4-(3-acetamidoanilino)pyrtdo[4 f 3-tf|pyrimidine. 

In a further aspect the present invention provides the use of a compound of the 
Formula (I), or a pharmaceutically acceptable salt or an in vivo cleavable ester thereof as 
defined hereinbefore, or the use of the compound 7-amino- 

4-(3-acetamidoanilino)pyrido[4,3-i/]pyrimidine in the manufacture of a medicament for use in 
1 0 the treatment of diseases or medical conditions mediated by TNF, IL-1, IL-6 or IL-8. 

In a further aspect the present invention provides a method of treating diseases or 
medical conditions mediated by TNF, IL-1, IL-6 or IL-8 which comprises administering to a 
warm-blooded animal an effective amount of a compound of the Formula (I), or a 
pharmaceutically acceptable salt or an in vivo cleavable ester thereof as defined hereinbefore, 
15 or of the compound 7-amino-4-(3-acetamidoanilino)pyrido[4,3-^pyrimidine. 

In a further aspect the present invention provides the use of a compound of the 
Formula (I), or a pharmaceutically acceptable salt or an in vivo cleavable ester thereof as 
defined hereinbefore, or the use of the compound 7-amino- 

4-(3-acetamidoanilino)pyrido[4,3-^/]pyrimidine in the manufacture of a medicament for use in 

20 the treatment of diseases or medical conditions mediated by TNF. 

In a further aspect the present invention provides a method of treating diseases or 
medical conditions mediated by TNF which comprises administering to a warm-blooded 
animal an effective amount of a compound of the Formula (I), or a pharmaceutically 
acceptable salt or an in vivo cleavablc ester thereof as defined hereinbefore, or of the 

25 compound 7-amino-4-(3-acetaniidoanilino)pyrido[4,3-i/]pyrimidine. 

In a further aspect the present invention provides the use of a compound of the 
Formula (1), or a pharmaceutically acceptable salt or an in vivo cleavable ester thereof as 
defined hereinbefore, or the use of the compound 7-amino- 

4-(3-acetamidoanilino)pyrido[4,3-^pyrimidine in the manufacture of a medicament for use in 
30 inhibiting TNF, IL-1, IL-6 or IL-8. 
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In a further aspect the present invention provides a method of inhibiting TNF, IL-1, 
IL-6 or IL-8 which comprises administering to a warm-blooded animal an effective amount of 
a compound of the Formula (I), or a pharmaceutical^ acceptable salt or an in vivo cleavabie 
ester thereof as defined hereinbefore, or of the compound 7-amino- 
5 4-(3-acetamidoanilino)pyrido[4,3-^/]pyrimidme. 

In a further aspect the present invention provides the use of a compound of the 
Formula (I), or a pharmaceuticaily acceptable salt or an in vivo cleavabie ester thereof as 
defined hereinbefore, or the use of the compound 7-amino- 

4-(3-acetann'doanilino)p>Tido[4,3-J]pyrimidine in the manufacture of a medicament for use in 
10 inhibiting TNF. 

In a further aspect the present invention provides a method of inhibiting TNF which 
comprises administering to a warm-blooded animal an effective amount of a compound of the 
Formula (I), or a pharmaceuticaily acceptable salt or an in vivo cleavabie ester thereof as 
defined hereinbefore, or of the compound 7-amino- 
15 4-(3-acetamidoanilino)pyrido[4,3-rf]pyrimidine. 

In a further aspect the present invention provides the use of a compound of the 
Formula (I), or a pharmaceuticaily acceptable salt or an in vivo cleavabie ester thereof as 
defined hereinbefore, or the use of the compound 7-amino- 

4-(3-acetamidoanilino)pyrido[4,3-^pyrimidine in the manufacture of a medicament for use in 
20 the treatment of diseases or medical conditions mediated by p38 kinase. 

In a further aspect the present invention provides a method of treating diseases or 
medical conditions mediated by p38 kinase which comprises administering to a 
warm-blooded animal an effective amount of a compound of the Formula (I), or a 
pharmaceuticaily acceptable salt or an in vivo cleavabie ester thereof as defined hereinbefore, 
25 or of the compound 7-amino-4-(3-acctamidoanilino)pyrido[4,3-cGpyrirnidine. 

In a further aspect the present invention provides the use of a compound of the 
Formula (I), or a pharmaceuticaily acceptable salt or an in vivo cleavabie ester thereof as 
defined hereinbefore, or the use of the compound 7-amino- 

4-(3-acetamidoanilino)pyridot4,3-rf|pyrimidine in the manufacture of a medicament for use in 
30 the production of a p38 kinase inhibitory effect. 
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In a further aspect the present invention provides a method of providing a p38 kinase 
inhibitory effect which comprises administering to a warm-blooded animal an effective 
amount of a compound of the Formula (I), or a pharmaceutically acceptable salt or an in vivo 
cleavable ester thereof as defined hereinbefore, or of the compound 7-amino- 
5 4-(3-acetamidoarulino)pyrido[4,3-£f|pyrimidine. 

In a further aspect the present invention provides the use of a compound of the 
Formula (I), or a pharmaceutically acceptable salt or an in vivo cleavable ester thereof as 
defined hereinbefore, or the use of the compound 7-amino- 

4-(3-acetamidoanilino)pyrido[4,3-^pyrimidine in the manufacture of a medicament for use in 
10 the treatment of rheumatoid arthritis, asthma, irritable bowel disease, multiple sclerosis, 
AIDS, septic shock, ischaemic heart disease or psoriasis. 

The following biological assays and Examples serve to illustrate the present invention. 
Biological Assays 

The following assays can be used to measure the p38 kinase-inhibitory, the 
1 5 TNF-inhibitory and anti-arthritic effects of the compounds of the present invention: 

Tn vitro enzyme assay 

The ability of compounds of the invention to inhibit the enzyme p38 kinase was 
assessed. Activity of particular test compounds against each of the p38a and p38P isoforms 

20 of the enzyme was determined. 

Human recombinant MKK6 (GenBank Accesion Number G 1209672) was isolated 
from image clone 45578 ( Genomics . 1996, 21 151) and utilised to produce protein in the 
form of a GST fusion protein in a pGEX vector using analogous procedures to those disclosed 
by J. Han el al, Journal of Biological Chemistry . 1996, 221, 2886-2891 . p38a (GenBank 

25 Accession Number G529039) and p38P (GenBank Accession Number G1469305) were 

isolated by PCR amplification of human lymphoblasloid cDNA (GenBank Accession Number 
GM1416) and human foetal brain cDNA [synihesised from mRNA (Clontech, catalogue 
no. 6525-1) using a Gibco superscript cDNA synthesis kit] respectively using 
oligonucleotides designed for the 5' and 3' ends of the human p38a and p38(3 genes using 

30 analogous procedures to those described by J.Han ej al, Biochimica et Biophysica Acta f 
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1 995, 1265, 224-227 and Y. Jiang fit al„ Journal of Biological Chemistry , 1 996, 221, 
17920-17926. 

Both p38 protein isoforms were expressed in e coli in PET vectors. Human 
recombinant p38cc and p38(3 isoforms were produced as 5' c-myc, 6His tagged proteins. Both 
5 MKK6 and the p38 proteins were purified using standard protocols: the GST MKK6 was 
purified using a glutathione sepharose column and the p38 proteins were purified using nickel 
chelate columns. 

The p38 enzymes were activated prior to use by incubation with MKK6 for 3 hours at 
30°C. The unactivated coli -expressed MKK6 retained sufficient activity to fully activate both 

10 isoforms of p38. The activation incubate comprised p38oc (lOfil of lOmg/ml) orp380 (10^1 
of 5mg/ml) together with MKK6 (lOul of lmg/ml), 'Kinase buffer' [lOOul; pH 7.4 buffer 
comprising Tris (50mM), EGTA (0.1 mM), sodium ortho vanadate (0.1 mM) and 
p-mercaptoethanol (0.1%)] and MgATP (30ul of 50mM Mg(OCOCH 3 ) 2 and 0.5mM ATP). 
This produced enough activated p38 enzyme for '3 Microliter plates. 

15 Test compounds were solubilised in DMSO and 10}al of a 1:10 diluted sample in 

'Kinase Buffer* was added to a well in a Microtiter plate. For single dose testing, the 
compounds were tested at lOuM. 'Kinase Assay Mix' [30u.l; comprising Myelin Basic 
Protein (Gibco BRL cat. no. 1322B-010; 1ml of a 3.33mg/ml solution in water), activated p38 
enzyme (50jil) and 'Kinase Buffer* (2ml)] was then added followed by 'Labelled ATP* [lOul; 

20 comprising 50j.iM ATP, 0.1 uCi 3J P ATP (Amersham International cat. no. BF1000) and 

50mM Mg(OCOCH0 2 ]. The plates were incubated at room temperature with gentle agitation. 
Plates containing p38a were incubated for 90min and plates containing p38p were incubated 
for 45min. Incubation was stopped by the addition of 50ji1 of 20% trichloroacetic acid 
(TCA). The precipitated protein was phosphorylated by p38 kinase and test compounds were 

25 assessed for their ability to inhibit this phosphorylation. The plates were filtered using a 
Canberra Packard Unifilter and washed with 2% TCA, dried overnight and counted on a Top 
Count scintillation counter. 

Test compounds were tested initially at a single dose and active compounds were 
retested to allow IC 50 values to be determined. 

30 
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In YitrP cell-framed g ssays 

The ability of compounds of this invention to inhibit TNFa production was assessed 
by using human peripheral blood mononuclear cells which synthesise and secrete TNFa when 
5 stimulated with lipopolysaccharide. 

Peripheral blood mononuclear cells (PBMC) were isolated from heparinised 
(10units/ml heparin) human blood by density centrifugation (Lymphoprep™ ; Nycomed). 
Mononuclear cells were resuspended in culture medium [RPMl 1640 medium (Gibco) 
supplemented with 50 units/ml penicillin, 50u.g/ml streptomycin, 2mM glutamine and 1% 

10 heat-inactivated human AB serum (Sigma H-1513)]. Compounds were solubilised in DMSO 
at a concentration of 50mM t diluted 1:100 in culture medium and subsequently serial 
dilutions were made in culture medium containing 1% DMSO. PBMCs (2.4x10 s cells in 
160pl culture medium) were incubated with 20ul of varying concentrations of test compound 
(triplicate cultures) or 20u.l culture medium containing 1% DMSO (control wells) for 30 

15 minutes at 37 3 C in a humidified {SVoCOflSVa air) incubator (Falcon 3072 ; 96 well 
fiat-bottom tissue culture plates). 20uJ lipopolysaccharide [LPS E.Coli 01 1 1 :B4 (Sigma 
L-4I30), final concentration 10u.g/ml] solubilised in culture medium was added to appropriate 
wells. 20j.il culture medium was added to "medium alone" control wells. Six "LPS alone" and 
four "medium alone" controls were included on each 96 well plate. Varying concentrations of 

20 a known TNFa inhibitor were included in each test, i.e. an inhibitor of the PDE Type IV 
enzyme (for example see Semmler, J. Wachtel. H and Endres, S., Int. J. Immunopharmac . 
( 1 993), 11(3), 409-41 3) or an inhibitor of proTNFa convertase (for example, see McGeehan, 
G. M. si al Nature (1994) 558-561). Plates were incubated for 7 hours at 37°C 
(humidified incubator) after which 100u.l of the supernatant was removed Irom each well and 

25 stored at -70°C (96 well round-bottom plates; Coming 25850). TNFa levels were determined 
in each sample using a human TNFa ELIS A (sec WO92/10 1 90 and Current Protocols in 
Molecular Biolog y, vol 2 by Frederick M. Ausbel et al., John Wiley and Sons Inc.). 

% inhibition - fT^PS alone - medium alone) - (test concentration - medium alone) x too 

(LPS alone - medium alone) 

30 
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Although the pharmacological properties of the compounds of the Formula (I) vary 
with structural change as expected, in general a compound of the Formula (I) gives over 30% 
inhibition of p38a and/or p38p at concentrations up to lOuM and over 30% inhibition in the 
PBMC test at concentrations up to 50uM. No physiologically unacceptable toxicity was 
5 observed at the effective dose for compounds tested of the present invention. By way of 
example :- 



Example (Compound No.) 


IQo (p38a) 


1 


0.06 


2 


0.34 


3(1) 


0.04 


3(2) 


0.07 



Examples 

The invention will now be illustrated in the following non-limiting Examples in 
1 0 which, unless otherwise stated:- 

(i) operations were carried out at ambient temperature, i.e. in the range 1 7 to 25°C 
and under an aunosphere of an inert gas such as argon unless otherwise stated; 

(ii) evaporations were carried out by rotary evaporation in vacuo and work-up 
procedures were carried out after removal of residual solids by filtration; 

15 (ii i) column chromatography (by the flash procedure) was performed on Merck 

Kieselgel silica (Art. 93S5) or Merck Lichroprep RP-18 (Art. 9303) reversed-phase silica 
obtained from E. Merck, Darmstadt, Germany; 

(iv) yields where present are given for illustration only and are not necessarily the 
maximum attainable; 

20 (v) in general, the end-products of the Formula (I) have satisfactory microanalyses 

and their structures were confirmed by nuclear magnetic resonance (NMR) and/or mass 
spectral techniques; fast-atom bombardment (FAB) mass spectral data were obtained using a 
Platform spectrometer and, where appropriate, either positive ion data or negative ion data 
were collected; NMR chemical shift values were measured on the delta scale [proton magnetic 

25 resonance spectra were determined using a Varian Gemini 2000 spectrometer operating at a 
field strength of 300MHz or a Bruker AM250 spectrometer operating at a field strength of 
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250MHz]; the following abbreviations have been used: s, singlet; d, doublet; t, triplet; m, 
multiplet; br, broad; unless otherwise stated deutcrated dimethyl sulphoxide (DMSO-dJ was 
the solvent used; 



10 



15 



20 



25 



30 
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Example 31 

4-[2-MethyI-5-(2-morpholinopyridme^ 

A mixture of N-(3-amino^-mcthylphenyl)-2-morpholinopyridine-4-carboxamide 
(0.312 g), 4-chlorothieno[3,2-^pyrimidine (PCT Patent Application WO 95/1 9774; 0.171 g), 
5 triethyiamine (0. 1 5 ml) and NJ^-dimemylformamide (5 ml) was stirred and heated to 120°C 
for 36 h. The mixture was cooled to ambient temperature and poured into water. The 
resultant precipitate was isolated and purified by column chromatography on silica using a 
19: 1 mixture of ethyl acetate and methanol as eluent. There was thus obtained the title 
compound as a solid (0.216 g. 48%); NMR : 2.14 (s, 3H), 3.51 (m, 4H), 3.69 (m, 4H), 7.08 (d, 
10 IH), 7.21 (s, IH), 7.29 (d, 1H), 7.37 (d, IH), 7.68 (d, iH) f 7.74 (s, 1H), 8.08 (d, IH), 8.26 (d, 
IH), 8.43 (s, 1H), 9.48 (s, IH), 10.29 (s, 1H); Mass: M+H 4 447. 

The K-(3-amino-4-methylphenyl)-2-morpholinopyridine-4-carboxamide used as a 
starting material was obtained as follows :- 

Triethyiamine (3 1.8 ml) was added to a stirred mixture of 4-methyI-3-nitroaniline 
15 (15.8 g), 2-chloropyridine-4-carbonyl chloride (20 g) and methylene chloride (1 litre) and the 
resultant mixture was stirred at ambient temperature for 16 hours. The precipitate was 
isolated, washed with a saturated aqueous sodium bicarbonate solution and with methylene 
chloride and dried under vacuum at 40°C. There was thus obtained 2-chloro-N-(4-methyl- 
3-nitrophenyl)pyridine-4-carboxamide (10.2 g). The organic filtrate was washed with a 
20 saturated aqueous sodium bicarbonate solution, dried (MgS0 4 ) and evaporated. The residue 
was triturated under methylene chloride and the resultant solid was isolated and dried under 
vacuum at 40 C C. There was thus obtained a second crop (8.13 g) of 2-chloro-H-(4-methyI- 
3-nitropheiiyl)pyridine-4-carboxainide;MMR: 2.48 (s, 3H), 7.51 (d t IH), 7.86 (m, lH) t 7.96 
(m, 2H), 8.49 (m, IH), 8.64 (m, 1H), 10.85 (s, IH); Mass: M+H* 292 and 294. 
25 A mixture of the pyridine -4-carboxamide so produced and morpholine (250 ml) was 

stirred and heated to 100°C for 18 hours. The mixture was poured into water (250 ml) and 
stirred for 10 minutes. Methylene chloride (30 ml) was added and the resultant mixture was 
stirred for 30 minutes. The resultant solid was isolated, washed with methylene chloride and 
dried in a vacuum oven al 40°C for 18 hours. There was thus obtained M-(4-methyI- 
30 3-nitrophenyl)-2-morpholinopyridinc-4-carboxamide (1 7.34 g); NMR : 2.48 (s, 3H), 3.52 (m, 
4H) f 3.71 (m, 4H), 7.1 (d, IH), 7.25 (s, IH), 7.49 (d, IH) 7.97 (m, IH), 8.29 (m, IH), 8.49 (m, 
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1H), 10.62 (s, 1H); Mass: M+H* 343. 

A mixture of a portion (8.5 g) of the material so obtained, 5% palladium-on-carbon 
catalyst (0.85 g) and methanol (600 ml) was stirred under an atmosphere pressure of hydrogen 
gas for 1 8 hours. Methylene chloride (400 ml) was added and the reaction mixture was 
5 filtered through diatomaceous earth. The filtrate was evaporated to give N-(3 -amino- 

4-methylphenyl)-2-morpholinopyridine-4-carboxamide (6.41 g); NMR: 2.01 (s, 3H), 3.52 (m, 
4H), 3.73 (m, 4H), 4.83 (s, 2H), 6.78 (d, 1H), 6.84 (d, 1H) 7.04-7.08 (m, 2H), 7.2 (s, 1H), 8.24 
(d, 1H), 9.95 (s, 1H); Mass: M+H* 313. ■ 

10 Example 2 

4- 12-Mcthyl-5-(2-morpholiiiopyridine-4-carboxamido)aniIinoJ- 

5- methyIthieno(2,3-rfJpyrimidine 

A 1M solution of hydrogen chloride in diethyl ether (0.2 ml) was added to a mixture 



1 5 K-(3-amino-4-mcthylphenyl)-2-morpholinopyridine-4-carboxamide (0.056 g), 4-chloro- 
5-methylthieno[2,3-<flpyrimidine (Maybridgc Chemical Company, Trcvillct, Tintagcl, 
Cornwall, PL34 0HW, GB; 0.037 g) and isopropanol (2 ml) and the reaction mixture was 
stirred and heated to 88°C for I S hours. The reaction mixture was cooled to ambient 
temperature and the precipitate was isolated and washed in turn with isohexane and diethyl 

20 ether. There was thus obtained the title compound (0.021 g); Mass : M-tfT 461. 



Using an analogous procedure to that described in Example 2, the appropriate 
4-chloroheterocycle (obtained, unless otherwise stated from Maybridge Chemical Company, 
25 Trevillet, Tintagel, Cornwall, PL34 0HW, GB) was reacted with the appropriate aniline to 
give the compounds described in the following table. 



of 



Example? 




WO 00/56738 



PCT/GB00/010O6 



•44- 



No. 


Het 


R 2 


R 4 


Note 


1 


7-methylthieno[3,2-<flpyrimidin-4-yl 


Me 


2-morpholinopyrid-4-yl 


a) 


2 


tiueno[2,3-Opyrimidin-4-yl 


Me 


2-moipholinopyrid-4-yl 


b) 


3 


2-methy lthiothi azolo [5 ,4-<f)pyrimidin-7-yl 


Me 


2-morpholinopyrid-4-yl 


c) 


4 


pyrido[4,3-£/]pyrimidin-4-yI 


Me 


2-morpholinopyrid-4-yl 


d) 


5 


pyrido[2,3-<|pyrimidin-4-yl 


Me 


2-morpholinopyrid-4-yl 


c) 


6 


pteridin-4-yl 


Me 


2-morphoIinopyrid-4-yl 


0 


7 


6-purinyl 


Me 


2-morpholinopyrid-4-yl 


g) 



Notes 

a) The product gave the following data : Mass: M+rT 46 1 . 

b) The 4-chlorotliieno[2,3-^]pyrimidine used as a starting material was obtained as 
5 described in PCT Patent Application WO 95/19774 The product gave the following 

data: Mass: M+H + 447. 

c) The product gave the following data : Mass: M+H' 494. 

d) The product gave the following data : Mass: M+H* 442. 

The 4-chloropyrido[4,3-^/]pyrimidine used as a starting material was obtained as 
10 follows :- 

A mixture of pyrido[4,3-*/]pyrimidin-4(lH)-one (PCT Patent Application 
WO 95/19774; 0.03 g) and thionyl chloride (2 ml) was stirred and heated to reflux for 4 h. 
The reaction mixture was cooled to ambient temperature and evaporated to give the required 
starting material which was used without further purification. 
1 5 e) The product gave the following data : Mass: M+H* 442. 

The 4-chloropyrido[2,3-rf]pyrimidine used as a starting material was obtained as 
follows > 

A mixture of pyrido[2,3-d]pyrimidin-4( I H)-one (PCT Patent Application 
WO 95/! 9774; 0.03 g) and thionyl chloride (2 ml) was stirred and heated to reflux for 4 h. 
20 The reaction mixture was cooled to ambient temperature and evaporated to give the required 
starting material which was used without further purification, 
f) The product gave the following data : Mass: M+H" 443. 
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g) The product gave the following data : NMR : 2.38 (s, 3H), 3.52 (m, 4H), 3.75 (m, 4H), 
7.09 (m, 1H), 7.22 (m, 2H), 7.55 (ra> IH), 7.84 (broad s, 1H), 8.18 (broad s, 1H), 8.24 (m, 
2H), 9.14 (broad s, 1H), 10.26 (s, 1H); Mass: M+H* 431. 

5 Exnmnfc 4 

Pharmaceutical compositions 

The following illustrate representative pharmaceutical dosage forms of the invention 
as defined herein (the active ingredient being termed "Compound X"), for therapeutic or 
prophylactic use in humans: 

10 

(a) ( Tablet I mg/tablet 

Compound X 100 
Lactose Ph.Eur 182.75 
Croscarmellose sodium 12.0 
1 5 Maize starch paste (5% w/v paste) 2.25 

Magnesium stearate 3.0 

(b) Tablet II mg/tablet 
Compound X 50 

20 Lactose Ph.Eur 223.75 

Croscarmellose sodium 6.0 

Maize starch 15.0 

Polyvinylpyrrolidone (5% w/v paste) 2.25 

Magnesium stearate 3.0 

25 



(c) Tablet III mg/tablet 

4$ Compound X 1.0 

Lactose Ph.Eur 93.25 

Croscarmellose sodium 4.0 

30 Maize starch paste (5% w/v paste) 0.75 

Magnesium stearate 1 .0 
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(d) Capsule 
Compound X 
Lactose Ph.Eur 

5 Magnesium 

(e) Injection I 
Compound X 

1M Sodium hydroxide solution 
10 0. 1 M Hydrochloric acid 

Polyethylene glycol 400 
Water for injection 

(0 Injection II 
15 Compound X 

Sodium phosphate BP 

0.1M Sodium hydroxide solution 

Water for injection 



mg/capsule 
10 

488.5 
1.5 

(50 mg/ml) 
5.0% w/v 
15.0%v/v 

(to adjust pH to 7.6) 
4.5% w/v 
to 100% 

(10 mg/ml) 
1.0% w/v 
3.6% w/v 
15.0% v/v 
to 100% 



35 



40 



20 (g) Injection III 
Compound X 
Sodium phosphate BP 
Citric acid 

Polyethylene glycol 400 
25 Water for injection 



(1 mg/ml, buffered to pH6) 

0.1% w/v 

2.26% w/v 

0.38% w/v 

3.5% w/v 

to 100% 



45 



50 



(h) Aerosol I 

Compound X 
Sorb i tan trioleate 
30 Trichlorofluorometlianc 
Dichlorodifluoromethane 



mg/ml 
1 0.0 
13.5 
910.0 
490.0 



55 
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(i) Aerosol II mg/ml 

Compound X 0.2 

Sorbitan trioleate 0.27 

5 Trichlorofluoromethane 70.0 

Dichlorodifluoromethane 280.0 

Dichlorotetrafluoroethane 1094.0 

(j) Aerosol III mg/ml 

10 Compound X 2.5 

Sorbitan trioleate 3.38 

Trichlorofluoromethane 67.5 

Dichlorodifluoromethane 1086.0 

Dichlorotetrafluoroethane 191.6 

15 

(k) Aerosol IV mg/ml 

Compound X 2.5 

Soya lecithin 2.7 

Trichlorofluoromethane 67.5 

20 Dichlorodifluoromethane 1086.0 

Dichlorotetrafluoroethane 1 9 1 .6 

(1) Ointment ml 

Compound X 40 mg 

25 Ethanol 300 ul 

Water 300 jxl 

l-Dodecylazacyclohcptan-2-one 50 jil 

Propylene glycol to 1 ml 



30 



WO 00/56738 



PCT/GBOO/01006 



-48- 

Note 

The above formulations may be obtained by conventional procedures well known in 
the pharmaceutical art. The tablets (a)-(c) may be enteric coated by conventional means, for 
example to provide a coating of cellulose acetate phthalate. The aerosol formulations (h)-(k) 
5 may be used in conjunction with standard, metered dose aerosol dispensers, and the 
suspending agents sorbitan trioleate and soya lecithin may be replaced by an alternative 
suspending agent such as sorbitan monooleate, sorbitan sesquioleate, polysorbate 80, 
polyglycerol oleate or oleic acid. 
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Claims 

1 . A bicyclic compound of the Formula (I): 

R* ^\^R 3 




5 (I) 

wherein: 

G is N, CH or C(CN); 

ring X is a 5- or 6-membered fused heteroaryl ring which contains 1, 2 or 3 heteroatoms 
selected from oxygen, sulphur and nitrogen; 
10 misO, 1 or 2; 

R 1 is hydroxy, halo, trifluoromethyl, cyano, mercapto, nitro, amino, carboxy, carbamoyl, 
formyl, sulphamoyl, C l-6 alkyl, C^alkenyl, C^alkynyl, C^alkoxy, -0-(C M aIkyl)-0, 
C^aIkylS(0) n - (wherein n is 0-2), A-C^alkylamino, //,/V-(C,*aIkyl) 2 amino, 
C^alkoxycarbonyl, A'-C^alkylcarbamoyl, Af,A'-(C M alkyl) 2 carbamoyl, C^alkanoyl, 
15 C,. 6 aIkanoyloxy, C,. 6 alkanoylamino, //-C,. 6 alkylsulphamoyl, M A'-(C^aIkyl),sulphamoyl, 
C^alkylsuiphonylarnino, C,. 6 alkylsulphonyl-A4C^aikyl)amino, 
or R 1 is of the Formula (IA): 

A-CCH j)p -B- (ia) 

wherein A is halo, hydroxy, C t . fl alkoxy, C^alkylSCOV (wherein n is 0-2), cyano, amino, 
20 A'-C u ,alkylamino, //^-(C^alkyl^amino, carboxy, C^alkoxycarbonyl, carbamoyl, 

A^^alkyicarbamoyl or AWC^alkyl) 2 carbamoyl, p is 1 - 6, and B is a bond, oxy, imino, 
AHC,. A alkyl)imino or -C(0)NH-, with the proviso that p is 2 or more unless B is a bond or 
-C(0)NH-, 

or R 1 is of the Formula (IB): 
25 D E (IB) 
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wherein D is aryl, heteroaryl or heterocyclyl and E is a bond, C^alkylene, C^alkyleneoxy, 
oxy, imino, //-(C,. 6 alkyl)imino, C^alkyleneimmo.^C^alkyO-C^alkyleneimino, 
C^alkyleneoxy-C^alkylene, C M alkyleneimino-C M alkylene, //-(C^alkyl)- 
C M alkyleneimino-C^alkylene, -C(0)NH-, -SO,NH-, -NHS0 2 - or C^alkanoylimino, and any 
5 aryl, heteroaryl or heterocyclyl group in a R 1 group may be optionally substituted with one or 
more groups selected from hydroxy, halo, C^alkyl, C^alkoxy, carboxy, C^alkoxycarbonyl, 
carbamoyl, W-C^alky [carbamoyl, AT-(C,.<alkyl) 2 carbamoyI, C^alkanoyl, amino, 
A'-C,. 6 alkylamino and A^AHC M alkyl),amino, 

and any heterocyclyl group in a R 1 group may be optionally substituted with one or two oxo 

10 or thioxo substituents, 

and any of the R 1 groups defined hereinbefore which comprises a CH 2 group which is attached 
to 2 carbon atoms or a CH 3 group which is attached to a carbon atom may optionally bear on 
each said CH 2 or CH 3 group a substituent selected from hydroxy, amino, C^alkoxy, 
W-C^alkylamino, /W/-(C M alkyl) 2 amino and heterocyclyl; 

15 R 2 is hydrogen, halo, C^alkyl, C^alkenyl or C 2 . 6 alkynyl; 
R 3 is hydrogen, halo, C M alkyl, C^alkenyl or C 2 ^alkynyl; 
R 4 is hydrogen, hydroxy, CMalkyl, C,. 6 alkoxy, amino, AT-C M aIkylamino, 
AW(C l4 alky]),amino a hydroxyC^alkoxy, C^alkoxyC^alkoxy, amino Cj^alkoxy, 
//-C M alkylaminoC 2 . 6 alkoxy, //,^-(C^alkyl) 2 aminoC>. 6 alkoxy or C 3 . 7 cycloalkyI, 
20 or R 4 is of the Formula (IC): 

K— J (IC) 

wherein J is aryl, heteroaiyl or heterocyclyl and K is a bond, oxy, imino, //-(C,. 6 alkyI)imino, 
oxyC^alkylene, iminoC^alkylcne, 7V-(C^alkyl)iminoC M alkylene, -NHC(O) -SCKNH-, 
-NHS0 2 - or -NHC(0)-C,^alkylene-, 

25 and any aryl, hcteroaryl or heterocyclyl group in a R 4 group may be optionally substituted by 
one or more groups selected from hydroxy, halo, trifluoromethyl, cyano, mercapto, nitro, 
amino, carboxy, carbamoyl, formyl, sulphamoyl, CMalkyl, C 2 . 6 alkcnyl, C 2-6 alkynyl, 
C 1-6 alkoxy, -0-(C,.,aIkyl)-0- f C M alkylS(0) H - (wherein n is 0-2), MC^alkylamino, 
^//-(C^alkyljjamino, C,. 6 alkoxycarbonyl, A'-C^alkylcarbamoyl, //^/-(C^alkyl) 2 carbamoyl, 

30 C w alkanoyl, C.^alkanoyloxy, C^alkanoylamino. /V-C^aikylsulphamoyl, 
^♦^-(C^alkyl) 2 sulphamoyl, C^alkylsulphonylamino and C^alkylsulphonyl- 
/^-(C^alkyljamino, 
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or any aryl, heteroaryl or heterocyclyl group in a R 4 group may be optionally substituted with 
one or more groups of the Formula (LV): 

-Bi-(CH 2 ) p -Ai ^ 

wherein A' is halo, hydroxy, C,. 6 aIkoxy, cyano, amino, A^-C^alkylamino, 
5 ///^-(Cj^alkyO^mino, carboxy, C l-6 aIkoxycarbonyl, carbamoyl, //-C^alkylcarbamoyl or 
A^AHC M alkyl) 2 carbamoyl, p is 1 - 6, and B' is a bond, oxy, imino, AHC,^alkyl)imino or 
-NHC(O)-, with the proviso that p is 2 or more unless B' is a bond or -NHC(O)-, 
or any aryl, heteroaryl or heterocyclyl group in a R 4 group may be optionally substituted with 
one or more groups of the Formula (IB'): 

10 (IB') 

wherein D 1 is aryl, heteroaryl or heterocyclyl and E 1 is a bond, C,. 6 alkylene, oxyC^alkylene, 
oxy, imino, A^-(C t-6 aikyl)imino, iminoC,. 6 alkylcne, ^-(C^alkylJ-iminoC^alkylene, 
C u alkylene-oxyC,. 6 alkylene, C,. 6 alkylene-iminoC,^alkylene, C w alkylene-A^(C^alkyl)- 
iminoC^alkylene, -NHC(O)-, -NHS0 2 -, -S0 2 NH- or -NHC(0)-C w aIkylcne- t . 

1 5 and any aryl, heteroaryl or heterocyclyl group in a substituent.on R 4 may be optionally 
substituted with one or more groups selected from hydroxy, halo, C^alkyl, C^alkoxy, 
carboxy, C^alkoxycarbonyl, carbamoyl, //-Chalky lcarbamoyl, A/-(C,. 6 alkyl) : carbamoyl, 
C 2 . 6 alkanoyl, amino, //-Cj^alkylamino and AW-(C,^aIkyl),amino, 

and any C 3 . 7 cycloalkyl or heterocyclyl group in a R 4 group may be optionally substituted with 
20 one or two oxo or thioxo substituenls, 

and any of the R 4 groups defined hereinbefore which comprises a CH 2 group which is attached 

to 2 carbon atoms or a CH 3 group which is attached to a carbon atom may optionally bear on 

each said CH, or CH 3 group a substiruent selected from hydroxy, amino, C.^alkoxy, 

/V-C,^alkylamino,A',M(C,. e aIkyl),amino and heterocyclyl; 
25 R 5 is hydrogen, halo, trifluoromethyl, cyano, nitro, amino, hydroxy, C^alkyl, C^alkenyl, 

C^alkynyl, C,^alkoxy, A'-C^alkylamino or A r ,//-(C^alkyl) 2 amino; 

qisO, 1,2,3 or 4; 

or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof; 

with the proviso that 7-amino-4-(3-acetamidoaniIino)pyrido[4,3-<|pyrimidine is excluded. 

30 

2. A bicylic compound of the Fonnula (i) according to claim I wherein: 
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the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is furopyrimidinyl, thicnopyrimidinyl, 
pyrrolopyrimidinyl, oxazolopyrimidinyl, thiazolopyrimidinyl, purinyl, pyridopyriraidinyl, 
pyrimidopyrimidinyl or pteridinyl; 
5 m is 0 or m is 1 and each R 1 is independently hydroxy, halo, Chalky!, C^alkoxy, 
C^aikylS^),- (wherein n is 0-2), ////-(CLfialkyl^aminoC^alkyl, 
W,A^(C,_ 6 alkyl) 2 carbamoyIC t . 6 alkoxy > ^^-(C^alkyl^aminoC^alkoxy, 
C^a!kyIS(0) 2 -C,. fl alkoxy, 

A^-^^ftalkyl^aminoCj^alkylaminoCj^alkyl.piperidin-l-ylC^alkyl, 
10 homopiperidin-1 -ylC^alkyl, A-(C M alkyl)piperidin-l-ylC,. 6 alkyl, J^-(C M alkyl)homopiperidin- 
l-yIC,. 6 alk>'l, piperazin-l-yiC^alkyl, ^C^alkylpiperazin-l-ylC^alkyl, 
homopiperazinyl- 1 -ylC, ^alkyl, 4-C^alkylhomopiperazinyl-l-ylC^alkyl, 
pyrrolidinylC^alkoxy, piperidinylC^alkoxy, homopiperidinylC,. 6 alkoxy, 
A^CC^aJkyOpyrrolidinylC^alkox^/Z^C^alkyOpiperidinylC^alkoxy, 
1 5 M(C,. 6 alkyl)homopiperidinylC M alkoxy, morpholinylC,. 6 aIkoxy, piperazinylC^alkoxy, 
AHC^alkylJpiperazinylC^alkoxy, homopipcrazinylC,. ft alkoxy, 
A^-(Cj^alkyl)homopiperazinylC M alkoxy, pyrrolidinyloxy, ^-(C^alky^pyrrolidinyloxy^ 
piperidinyloxy, A-(C,. 6 alkyl)piperidinyloxy, homopiperidinyloxy, 

AHC,^alkyl)homopiperidinyloxy, morpholinylC,^alkylaminoC,. 6 aIkyl, thiazolylC l-6 alkoxy or 
20 pyridyIC,. 6 alkoxy; 

R 2 is hydrogen, C,^alk>'I or halo; 
R 3 is hydrogen, C,. 4 alkyl or halo; 
qis 0; 

R 4 is phenyl, thienyl, furyl, oxazolyl, isoxazolyl, pyrimidyl or pyridyl optionally substituted 
25 by one or two halo, trifluoromethyl, cyano, C M alkyl, C M alkoxy, -0-(C,. 3 alkyl)-CK 

^,/V-(C M alkyl),amino, C^alkanoylamino, C l-6 alkylsulphonyl-A/-(C,^aIkyl)amino f phenyl 
(optionally substituted by one or two halo groups), furyl, azetidinyl, pyrrolidinyl, 3-pyrrolinyU 
piperidino, homopiperidinyl, morpholino, piperazinyl, homopiperazinyl, 
A-(C,. 6 alkyl)piperazinyl and ^-(C M alkyl)homopiperazinyl, or R 4 is fluorenyl or 
30 dibenzofuranyl; and 
R 5 is hydrogen; 

or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof. 
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3. A bicyclic compound of the Foimula (I) according to claim 1 wherein: 
the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is furopyrimidinyl, thienopyrimidinyl, 

5 pyrrolopyrimidinyl, oxazolopyrimidinyl, thiazolopyrimidinyl, purinyl, pyridopyrimidinyl, 
pyrimidopyrimidinyl or pteridinyl; 

m is 0 or m is 1 and each R 1 is independently hydroxy, halo, C,. 6 alkyl, C^alkoxy, 
C u alkylS(0) n - (wherein n is 0-2), AyV-(C u alkyl) 2 aminoC u alkyl, 
^^-(C^alkyl^carbamoylC^alkoxy, AV^C^alkylkaminoC^alkoxy, 

10 C^alkylSCO^-C^alkoxy, A^C,^ 

/V,A f -(C,. 6 alkyl) 2 aminoC,^alkyiaminoC w alkyI, piperazin-l-ylC^alkyl, 4-C,^alkylpiperazin- 
l-ylC^alkyl, homopiperazinyl-l-ylC^alkyl, 4-C|^alkylhomopiperazinyM-ylC,. 6 a]kyl, 
pyrrolidinylCj^alkoxy, piperidinylC^alkoxy, //-(C^alkylJpyirolidfoylC^alkoxy, 
A'-(C w alkyl)piperidinylC,^aIkoxy,morpholinylC,^alkoxy > piperazinylC^alkoxy, 

15 /^-(C,^alkyl)piperazinylC,^alkoxy, homopiperazinylC^alkoxy, 

iV-(C M alkyl)homopipera2inylC,^alkoxy t p>Trolidinyioxy f piperidinyloxy, 
morphoIinylC,^aIkylaminoC,. 6 alkyl or pyridylC w alkoxy; 
R 2 is hydrogen, C M alkyl or halo; 
R 3 is hydrogen, C M alkyi or halo; 

20 q is 0; 

R* 1 is phenyl, thienyl, furyl, oxazolyl, isoxazolyl, pyrimidyl or pyridyl optionally substituted 
by one or two halo, cyano, C M alkyl, C M alkoxy, A^A r -(C M alkyl),amino t piperidinyl, 
rnorpholino or piperazinyl; and 
R J is hydrogen; 

25 or a pharmaceittically acceptable salt or an in vivo cieavable ester thereof. 

4. A bicyclic compound of the Formula (1) wherein: 

the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is furo[3 f 2-c/]pyrirnidinyl, 
30 furo[2,3-^]pyrimidinyl, thicno[3,2-rf]pyrimidinyl, thieno[2,3-</|pyrimidinyl, 

pyrrolo[3,2-<*]pyrimidinyl, pyrrolo[2,3-*/]pyrimidinyl, oxazoIo[5,4-<f)pyrimidinyl, 
oxazolo[4,5-J]pyrimidinyl, thiazolo[5,4-J]pyrimidinyl, uhiazolo[4,5-^i]pyrimidinyl > purinyl. 
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pyrido[2,3-c/]pyrimidinyl, pyrido[3,4-J]pyrimidinyl, pyrido[4,3-tf|pyrimidinyl, 
pyrido^-^pyrimidinyl, pyriim^o[4,5-rf]pyrimidinyl, pyrimido[5,6-^yrimidinyI or 
pteridinyl; 

m is 0 or m is 1 and each R ! is independently methyl, melhoxy, methyl thio, 
5 2-diisopropylaminoethoxy, 3-diethylaminopropoxy, 3-morpholinopropoxy or 
3-pyrrolidin-l-ylpropoxy; 
R* is hydrogen, methyl, fluoro or chloro; 
R 5 is hydrogen; 
qis 0; 

10 K 4 is phenyl optionally substituted by one or two groups selected from fluoro, chloro, 
trifluoromethyl, cyano, methyl, methoxy, ethoxy, methylenedioxy, //^/-dimethylamino, 
acctamido, //-methylmethancsulphonamido, phenyl, 4-fluorophenyl, 4-chlorophenyl, 2-furyl, 
azetidin-l-yl, pyrrolidin-l-yl, 3-pyrrolin-l-yl, piperidino, homopiperidin-l-yl, morpholino, 
piperazin-l-yl, homopiperazin-l-yl, 4-methylpiperazin-l-yl and 4-methylhomopiperazin-l-yl, 

15 or R* is pyridyl optionally substituted by a MMdimethylamino, AVV-diethylamino, 

azetidin-l-yl, pyrrolidin-l-yl, 3-pyrrolin-l-yl, piperidino, homopiperidin-l-yl, morpholino, 
piperazin-l-yl, homopiperazin-l-yl, 4-methylpiperazin-l-yl or 4-methylhomopiperazin-l-yi 
group, or R* is 1 -fluorenyl or dibenzofuran-4-yl; and 
R s is hydrogen; 

20 or a pharmaceutically acceptable salt or an in vivo cleavable ester thereof. 

5. A bicyclic compound of the Formula (I) according to claim 1 wherein: 
the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is furo[3,2-*f|pyrimidinyl, 

25 furo[2,3-</]pyrimidinyl, thieno[3,2-</]pyriraidinyl, thieno[2,3-^pyrimidinyl, 

pyrrolo[3,2-^Jpyrimidinyl, pyrrolo[2,3-(flpyrimidinyl f oxazoIo[5,4-</)pyrimidinyI, 
oxazolo[4,5-rf]pyrimidinyI, thiazolo[5,4-<|pyrimidinyl, thiazoIo[4,5-^pyrimidinyl, purinyl, 
pyrido[2,3-c/]pyrimidinyl, pyrido[3,4-</]pyrimidinyl, pyrido[4,3-J]pyrimidinyl, 
pyrido[3,2-d]pyrimidinyl, pyrunido[4,5-rf]pyrimidinyI, pyrimido[5,6^/]pyrimidinyl or 

30 pteridinyl; 
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m is 0 or m is 1 and each R 1 is independently methyl, raethoxy, methylthio, 

2- diisopropylaminoethoxy, 3-diethylarainopropoxy, 3-morpholinopropoxy or 

3- pyrrolidin-l -ylpropoxy; 

R 2 is hydrogen, methyl, fluoro or chloro; 
5 R J is hydrogen; 
qis 0; 

R 4 is pyridyl optionally substituted by a A^-dimethyiamino, AW-dicthylamino, pyrrolidin- 
i-yl, piperidino ormorpholino group; and 
R 5 is hydrogen; 

10 or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof. 

6. A bicyclic compound of the Formula (I) according to Claim 1 wherein: 

the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 

6-membered heteroaryl ring within Formula (I) is thienop^-djpyrimidin^yl, 
15 thieno[2,3-rf]pyrimidin-4-yl, miazolo[5,4-^pyrimidin-7-yl, 6-purinyl, 

pyrido[2,3-^pyrimidin-4-yl, pyrido[3,4-flpyrimidin-4-yI, pyrido[4,3-^pyrimidin-4-yl, 

pyrido[3,2-cQpyrimidin-4-yl or pteridin-4-yl; 

m is 0 or m is 1 and R 1 is methyl or methylthio; 

R J is methyl; 
20 R 3 is hydrogen; 

qisO; 

R* is phenyl, 3-fluorophenyl, 4-cyanophenyl, 2-methylphenyI, 2-methoxyphenyt, 
3-methoxyphenyl, 3-ethoxyphenyl, 3,4-dimethoxyphenyl, 3,4-melhylenedioxyphenyl, 
3-(A r >-dimcthylamino)phenyl, 3-acetamidophenyI, 3-(4-fluorophenyl)phenyl, 
25 3-(2-furyl)phenyI, 3-pyrrolidin- 1-ylphenyl, 3-morpholinophenyl, 

3-fluoro-5-pyrroIidin« 1 -ylphenyl, 3-fluoro«5-piperidinophenyl, 3-fluoro-5-morphoiinophenyl 
or3-morpholino-5-trittuoromethylphenyl, orR 4 is 2-morpholinopyrid-4-yl, 
or R 4 is 1-fluorenyl or dibenzofuran-4-yl; and 
R 5 is hydrogen; 

30 or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof. 
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the bicyclic ring formed by the fusion of ring X to the adjacent nitrogen-containing 
6-membered heteroaryl ring within Formula (I) is thieno[3,2-^pyiimidin-4-yI, 
thieno[2,3-^pyrimidin-4-yl, thiazolofS^-^pyrimidin-T-yl, pyrido[2>^pyrimidin-4-yl, 
pyrido[3,4-cr|pyrimidin-4-yl, pyrido(4,3-^pyrirnidin-4-yl, pyrido[3,2-^pyrirnidin-4-yl or 
5 pteridin-4-yl; 

m is 0 or m is 1 and R 1 is methyl or methylthio; 
R 2 is methyl; 
R 3 is hydrogen; 
q is 0; 

10 R 4 is 2-morpholinopyrid-4-yl; and 
R 3 is hydrogen; 

or a pharmaceutical^ acceptable salt or an in vivo cleavable ester thereof. 

8. A bicyclic compound of the Formula (I) according to claim 1 selected from :- 
15 4-[2-methyl-5-(2-morpholinopyridine-4^aA 

4-[2-methyl-5-(2-morpholinopyridine-4-carboxam^ 
4-[2-methyl-5-(2-morpholinopyridine-4-carboxamido)aniiino]pteridine and 
6-[2-melhyI-5-(2-morpholinopyridine-4-carboxamido)aniiino]purine; 
or a pharmaceutically acceptable salt or an in vivo cleavable ester thereof. 

20 

9. A process for preparing a compound of the Formula (I), or a pharmaceutically 
acceptable salt or an in vivo cleavable ester thereof, according to claim 1 which comprises: 
a) reacting an aniline of the Formula (II): 




25 with an acyl compound of the Formula (III): 
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wherein G, R 1 , R J , R J , R\ R 5 , ring X, m and q arc as defined in claim 1 and L is a displaceable 
group; 

b) reacting an activated bicyclic heteroaryl ring of the Formula (IV): 

L 

5 N H (IV) 

wherein G, R 1 , ring X and m are as defined in claim I and wherein L is a displaceable group, 
with an aniline of the Formula (V): 




wherein R 2 , R\ R*, R 5 and q are as defined in claim 1 ; 

10 or c) for the preparation of a compound of the Formula (I) wherein R' or a substituent on R 4 
is C^alkoxy or substituted C.^alkoxy, C,. 6 alkylS-, //-Chalky lamino, AV/-(C,^alkyI) 2 amino 
or substituted C,. 6 alky! amino, the alkylation, conveniently in the presence of a suitable base, 
of a compound of the Formula (I) wherein R 1 or a substituent on R* is hydroxy, mercapto or 
amino as appropriate; 

15 and thereafter if necessary: 

i) converting a compound of the Formula (I) into another compound of the 
Formula (I); 

ii) removing any protecting groups; and 

iii) forming a phannaceutically acceptable salt or in vivo cleavable ester, 

20 

1 0. A pharmaceutical composition which comprises a bicyclic compound of the 
Formula (1), or a pharmaceutically acceptable salt or in vivo cleavable ester thereof, according 
to claim 1 in association with a pharmaceutically acceptable diluent or carrier. 
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